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^= (54) Title: MELANIN CONCENTRATING HORMONE ANTAGONISTS 
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(57) Abstract: Melanin concentrating hormone antago- 
i ' nisis containing compounds of the general formula (I) or 

* \ salts thereof are useful as preventive or therapeutic drugs 

• / _ for obesity and so on wherein Ar 1 is an optionally sub- 

V I / stituted cyclic group; X and Y are each independently a 
spacer having a Ci^ main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R 1 and R 2 are each 

" ' * " / independently hydrogen or an optionally substituted hy- 

"• drocarbon group, or alternatively R 1 and R 2 together with 

the nitrogen atom adj acent thereto may form a nitrogenous 

heterocycle, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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Kt, Ate, Rtffrm&frfoC ^eTMKSSCONR ; 

R 4 *3«fctf R 5 «^5LbT7K^*fc«C x_ 6 7;v^;p ; 
R 6 ttAPy>, tHP+^t*; 
R 'cfc.fctfR 8 &&£LT7K?S^ C 1 _ 6 7)V*)\'ts.£ ; 
mli0^U4 ; 

So 




(R^H*, R»tt-H&2£* ; Z«-CH 2 -*fe«-N-^r ; R«H3;fc« 
- (C1-C6) ; R ^J;^ R 2 «3fcfcUT- (C1-C6) TVWUfc 

;R 3 J3:H£:££ ; R 4 »tK^^<& ; m« 0 2 ©Sic* ; qteOS; 

4) EP533266 K1WU 5HT1D T>^^f-X t>Ste**b, <fc8fcT»&:E©afe 
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5 ^-§rM^^UTViTt><kv^ fcfcU x^conr (juzpmm^&lttec 

H-;W^fc^>X^U-l/-;VT^< ; X^CONH^fc*^, Ar tt7 

>J>Tfc< ; X^COOTaSfcft, Ar 1 «Bm^ : £WbT^T s bcfcV^#^ 

6) X^CONR^fcteNR 8 ™ (R 8 H*^^> ADyXfcSnWTfcJ: 

15 AD^xbsnx^ttii^c ,.,7;i4;w;p*=;i'SSf} r 1 

ifctefc****-*-*^ R 1 £ R 2 <h^PS-r^^M^t'fe{cgm^*^bT 

t>fc«i^*^ruTv»x , bJ:v»«***ai*»rirr5tir«3 5) ib*©^ 

20 $j ; 

7) Ar 1 T^Sn*a!««d<»S»l»T**flWa5) IB*®^*; 

8 ) %mmm&. mmm. 6 t> 1 4 <D^.m^tc\m^m^mmmt 

25 -p^ ; 

9) Ar ADy>I^ Aoy>fb£nWTt>J;^C 1 . 6 7^*«k 
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4* -^7 DD-N-[6-(l-tfn U 3?^^^)-2-^"7^;W [1. 1' -H7xZjW- 
4-#;V#3rlJ-5 F ; 

5 ;w-4-*;v^^it5 F ; 

4 - -y d-N- [2- (1- 1!^ U S^rJI'jWW -6-* J U [Ll'-f 7i- 

/W-^-fc/WfcFtfS F ; 

4' -i7Dn-S-[2-[(2-/f;K 5-5? fc FD-lH--f S^V— )V-\-<i)V) 

/whmv y =/w ci. i'-ii7i-;w-4-AK+t5 F ; 

10 4' D P-N-[2-C(2, 2, 6, 6-5=- F ^PWV-l-fc^l) VzzM **M-*r*?J 

4-(hdd7i n;W -N- [2- a- M n y >?^^ fP;W -6-* </ U n; w -l- fc? 

N-[2-(l-tf a U SJn/M^WHMry U=/H CI, l'-t'7i=;W-4-*^ 
15 F ; 

>75 F ; 

4_ (4 _^ ai-;W)-N-[6-(l-fcf □ U V-fr^M-l-ri^M-X-V. 

20 6-(4-^ h^v7x-;W-N-[6-(l-tf P 'J ^;WfjW-2-t75 1 ;W-3^ 
>T$ F ; 

6- 7x-;w -N- [6- a- tf d y -2-^- 7 j-M 

2 3) Ar'-H (XII) 

25 K-f. ah states) K«traM*^r]if«*n*^«i*»:tt-tott&. 
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i/-;k -rv*-*i*v-;k t?u>>>, tf^x tfusv* 
y. w#vy, uiA-ttwrV-)^ i,3,4-^i^7iA-;k 1/2,4 

-^TVTV—)V, 1,3, 4-3^7 ^TVWk ytzEffm? BtiZo 

10 2-,3-*fe^4-tfU^;V> 2-Sfcti3-7'J;K 2-, 4- Ifefcte B-^TV 
U;K l-3-*fc«4-t!7VUJK 2-fc! 

2-, 4-*^c«5-fcfU5v J ^Jk l-,2-^fe«3-t!DU;K 1 

U;K 3— fVrt^UVLUK 1, 2,4-^1^7^— JV-5->f ;k 1,2,4- 

' rsi-§r^^j t uth, (0 £ U < & 2 & v> u 4 gtsS, $ S 

)v*vy, Tyv7*.y&E)ts.ztim\-ft>nz>. • 

25 ~4®^t? 9&^U 14 $fSU<»9*fc«10M©$I|-&#^^#^ 

& i o m&&&m&%&tim*mx&z . 

^yV^rv-fr, ^yx^v^rv— 
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)V ; 3- (2-^>X^iJ-l/U ;W -1, 2, 4-**U-3?T^/-^-B— f ^ ; 3- 

> b* u jw -l, 2, ;i/ ; 3- (2— r > h u;w 

5 -(2-^y/77^)f7y-;i'-2 — r;i^ ; 4-7i-;v-i,3-tw 

^/-^-2— UV ; 4- (2-^X-;i/) 7xZJI/ ; 4- O-^xrJW 
;i/;3-(3-tfUi?;U)7x-;P;4-(3-hrU^;W7xX;i/; 6-71-^- 
3 - tf U ; 5 - 7 i^Jk 1 , 3, 4 - **W7 V-)V- 2 - < )V ; 4- (2 - ± 
@ 10 7?JW7x^ ; 4-(2-^>^77-;W7x^ ; 4,4'-t^7i-;V ; 

5-y ±~)V- 2 - 1! U v 5 ^ ; 2-7x'^- 5 -t?U S v-^; 4-(4- 
tfUvW^-Jl/; 2-7x^-l,3-tW-;i'-5-^;l'; 2,4-5? 
7xr;i/-l,3-tW-JV-5-f;V ; 3-7x-jV-' f Vtt?V-)l> 
-5 — f;P ; B-7xr;i/-2-7<j;V ; 4-(2-7U;W'7x— ^S^#lf 
15 6tl-g>o 

MIBUfe r^iteSj ©fc*»T?*>; r^isce^nbi 4©*at5£*&tt 

(*? * U < « 2 - , 3- 4- 1*7 x~ U ;V ; 6- 7 i^V- 3- tr U S>;k 

20 5-7xx;b-2-tfU^JS:^) J 



wi&mmm&mtimmi tutu ^nc 3 . 8 ^P7m c 3 
_ 8 -> * o r )v*r -ji>tz a&mtf ens. 

25 :/3\>k s^n^>3 L ;k s^n-M^k v^p^r^k s^a*^ 

c s _ 8 ^^D7;v^-— JKOiAfls^fcUTtt, j/^nyn^jw */2xvj s r 
-;k x^a^sV-?-— ;k ->^p^-k— Jk ^^n^s^n^k S^o* 
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&mmmm ($? * u < « tr^ u s?x;p ( u 5? / ) ; t? 7 vx;v ; tr n 

5 US^X^; 1, 3-S^*1*-x;i/&£:) J 

5 b 8 Off* U < fcit^U >>x;p (tr^U 

. y> , 1. 3-^^» 

10 

15 *->-C ^TJWK C 6 _ 14 T'J-;P^^-C a _ 6 7;WM0!K 7x^ 
*s*3-)ytS.£)s C ^eTMJV-C 6 _ 14 TU-JP-C 2 _ 6 TJl"5rXJV(^ 

y x x;wx^x £) , a d y >-fb $ nt v*t «k v> c 3 _ 6 ~> ^ a 7 ;v 

Any >ft$nwtfein c 1 > 6 r;vn^r>', AD^snxwT 

4 7U-;p-*;wt^<;k 75/, 7?/-c,. 8 7Ji4;K«. 7 = y^^ 
^;vT5y(«nj, ^ws;, x^vts/, ^dwsa -fv^atf 

/, iJl^l/75/, v^nfcf^TS/, S^^TSA X^V^^T 

/ -c 1 . 6 7;^75 y -c ,.67^1/(011, ^ws; 
x^;k ^pyayx^Mty ^-c 1 . 6 7W75y-c 1 . 6 7;^ 
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1MB rbFo^y-Ci.eTWJ icwr, c^sTWitm 
ffiiB r/\D-^>-(b^nT^T ! fe«tViC3_ 6 >'^PT;WH tttn m 

Sfts. :R#0fliUT«, ^n^n^K >>i?n^;K ->#D^>5Mk 
10 i/^7D^>^;K 4-#nn5'£n^4 i S'Jl'&£# ! ^f £*T.&o • 

4,4,4-hU7MD7l>^>'. <<VZfh3r s S> sec-? h*$"> 

25 6 tf;w^, 'fVT'D fc!;^*, 4, 4, 4- h u 7;p*n 

mm r^»^b-c^xt)*vic 7 _ 19 T7j^;i/j. ksw-* rc 7 _ 19 y 

h'j7i-JW^K l-j-7^)V*7)V, 2-i-7^)V*?-M 2,2-y7i 
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io Cut, r/\n^>{b$nwTt> e j:v>c ^.t^j > rAnyxb£ 
is ana rAo$*>fb£nTvvr»b«i;v> c j.jT;^-*^-^ t Lxit, 

T-fe3S>k ^n;vf*, ^PS-ill's -f;k s\tt;^)Vts.£)1s. 

ffiia rAD^rvib^nrviTfe^^c ,.,7M:HM^j turn 

25 j*^;k*;i^x;k x^;k*;M*x;k tf;k*;k*x;k -fyyat^ 
7jkfc-;k sec->T3 t ;kx;i'3frx;k tert-^;wx;p 
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ih^^^jptok ^n^i/*;v*-;k tert-^b^>'^;v 

Hill?. rADdrWb^hTViTfeiViCLeTJWVj , rM^S^b 
25 £LT«, 7x-;K l-t7m 2-t7fJK 
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£h XhP, 5^7 A AD^WbStlTVVTfcJ^C x ^7)V^r)V. C 6 _ 14 

7sa rsz-c^emiK^ 7$/*?\>k 75;if 
io /ws/^ xwsy, ynt^KTSA -f v^dh;i/75/, 

-c 1 . 6 7;vw5;-c 1 _ 6 7W(E ^ws/^m x^jvt 

15 syx^Mt*), i;-c 1 . 8 7M;v75;-c 1 . 6 7M;K^ e^*^ 
7sl/*^;k i?i?;i/7$y^m ^Dtf^T^^^^k v-iv? 

nT^Tfe«fc^c 3 . 6 y^D7M;h , r^oyM^nwfeinc! 

25 C 6 . H 7U-myJ> riiI$flTWfeJ:^C 7 . lt 77MJVt 

v>si«8j ic^w-* mwk&s -c&z rwtmzmvx^Thk^ 5&^L7 
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25 

JV2L?-)V, 3-7 3L-)\,7u\f.)V, 4-7irj^;K 5-7i-M>f^ 

rjSMbfcfcSj tt, $f*b<«c 1 _ 6 T;^;k c 6 . 14 70-;k c 7 _ X9 
s rgife«*#LTViT i b«};irij^<t:*^j rg&gj thxtes 

I^SW^flK P^l^v^*^ X5^ -hn, 5^ 

feiViCx.eT^;^*, tHo+i/, ts/> ^/-c ,.,7;i4;V75 

15 ^h^v-*JPfc;K xb^i/*jH-;K' T'n^^i'AJV^jk tert- 

20 5 6 is$^Ji/#~;k -c i-eTJWP-^j^A^-TJK^ y 

,. 14 7'J-;^J^-JK JftlPS^TSA C,. 6 7^-AM-M 
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5 -n^v^ivk 2-^/-r;k 3-7V-f;k 2-7u<f)i> 3-70^, =& 

fl _ 14 TU-;t-x;v^~;wj turn 7i-jwm^k 1-^- 
15 7&)vx)V&z-)V, 2-^-7^;v^;v*— e>Jis. 

20 fc&tf-S rc ,_ 14 7y-^-*^ ! H***5 / J £LT«, 7i. 

-)\>-t))Vtf-)V** : si s r«jj|»swbWTfeJ;v>c a _ 14 7U— 

fDVn^-DV^z/} \Z&\f& rff&Sj tLT«, 1513 rg^fc^bT 
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- 7 U ^ : 2 - .'4 - *fctt B - ?T U ^ 1 2 - . 4 - *fctt S - W 1 / U ;V : 
10 • l-3-*fe«4-tf5VU^; 2-«5*=JU: 2-; 4-*fcli5-tfU5^ 
1- 2-*fc«J-tfD'j;h l-.2-*fctt4— r sdr»/u;i^: 8~* 
jttt4-KU.^xjP ; 3— f V^TVVJV ; 3--fVtWJ;V ; 1,2,4- 
^^7y~^-6-^JW;l,2,4-^^7\/--;i/-3-'f;W;2-,3-,4 

-, 5-£fcfct 8-=¥y U ;V ; 1 -, 3-, 4-, 5-, 6-, 8 — f V*/ U 

15 ;W ; 1-, 2-, 3-, 4-.B-, 6-SfcKJ: 7— < > H U ; 1-. 2-, 4-£fctt 5- 
<f V-f >HU^: 1- 5-Sfctt 8-7^7^ ; 2-, 3 - S&B 5-+/* 
-y->J ; 2-, 3-, 4-, 5 6-^>y^ ; 2-, 3-, 4-, 5-Sfc 

6 -^>>/5 1 Xz;l/ ; 2-, 4-, 6-*fctt 6-^>^TVU ^ ; 1-, 2-, 4 

20 -Sfctt3-KDiJ^; l-,2-4-£7Ui5-< 2-* 
fcfi 4— f 5 t?VU ; 2-, 3-i;fcte 4- tf 7 V/U S*=71> ; fcWJ 5?/ ; 2 
-.3;-*&tt4-l*<*U5W ; l-£/fc»2-t^^-^ : t/Ms'J 

25 tt r«fts**bxv»T%>J;Vi«*ailfej icfctts rs^*j ttxn 
' fi, fiFt:U<«ifeV>b3fiT?fc*. «jftaHfcW2«K±©^ SUSS 
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a\i^mmmwj)vn^)v w> 2-\i^v-)Vf!)vn^)w 2-* 

10 xm^isifbvfrm^zin.** 

" **uT^T%>«kv>5)a:ViU6ja«3iii(t*;i'#=^j > r«fc»£*rbw 
T%>J;v*5*»**^#JW*E-f/l'j * r«fcKS#bWTfcJ;v> c 6 _ 14 

20 regi*swLwc i bJ:ViC 6 _ 14 TU'-;v-*;wi : &'f;i/j tuttt, 
25 tftsnfc75;««#»f&n, &&V<\Z> -nr 5 -cor 6 . -nr s -coor 

ea % -NR s -S0 2 R 6a , — NR 5 — CONR 6a R 6b , — P0(— OR 5 ) — OR 6 
-P0 2 -R 6 CSC*. R B tt**at ; P*fcttC 1 _.7;Wl';R e ttlttflBR , t 

ram ; r 6 a ttttri3 r "tram ; r 6b « r 4 tmrnm^T) -vmisnzT 
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mm rr^v^v-j turn wib tt^j n@TW&£ftfc 

^5/3W*f6n, JfrSKfck :£:-0-COR 7 , -0-C00R 7 , -0-CONHR 
6- 7 , -P0(0H)-0R 7 £fcte-P0 2 -R 7 [5£** R 7 teMI2R 3 £R^£^ 

rgjfe*?£WUxv>Tt>«kv>c 6 _ X4 Ty-;p-*^x;w^->j , 
s mmmi tuxn she r«iB5sifiwtii>c f . 1 ,79W*j 

25 

, > 3 _ =p T - 2 - ;K 4, 5 - i? t H P - 1 H - 2 — f 5 *V U &m 
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mwmmts)VA^)v w* 2 -if u s*^*^/^-^ 2 u= 

10 xn;W^j;V3H^5 h\ 4 - ^ f+v7x-JWM^5 b'&t*) ; B& 
g£WLWC<fe«J:V>C ,. 19 77^-^^t5 H (#*b 

^-^5 h* (»SL<l^> > /^7x>- 2 — F&<*:) ; 
N— C^*^^UT^T'fo«J:^C e _ 14 7'U-;i'-*;i'JHr:;P) -N-C x _ 
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n- («ft»€^rL/-cwbJ;v>Ce-i4TU-jP-*;P4?n;w -n-c,. 

8 7; 5 y (Sf * L < ttN - 4 - * h * v"* > \Af N - ;* 3\>V7 5 

/ (Sf*U<«7x-;l'7ay*JV^n;W7S/^^) ;Wft£S*UTV> 
Tfc£v> c 6 _ 14 7 U-Jvx;v*n;w75 / (jf^b<li4-^^>7x- 

;V#-;V3-*-> <#f&V<fe4-* Y^yOV-i frttl'ls.Z) ;**V 

10 & £ sa^ss^sHE-n-eti 1 l 3 <@ (if s v < u 1 2 <s) 

-2-KU5?;W . 7x^I/-7'j;V (fi i *U<«5-7ac^;i'-2-^U 
;W , (^tKS3-7x-;V-^7t^ 

15 ^__ ;l/ _5_^ ;v ,) , ^^xn^-^ifV-^ (*?£b<«2, 4-5?7 
xnjP-l, 3-^U-V-;l/-5— OlO , t:«J^-7x^V (*f?3;L< 
tt4- (4-KU5W) 7i^;W s 7i-;HHUSy^V (jf?3;b<Ki 
2 -7ir^- 5 - tf U 5 ;w * ^> l /77^-7xr;i/ (£?*L< 
fi4 _.( 2 -^>^7 7^) 7x'JW , 7'J;H7x-;i^ (ftf±V<it 

20 4- (2-7UJV) 7x-;W Ti3&£o 

i 4 7U— ;p (^t<»7x-;K y)\,*u7^~)W &ua7x.-M ;* 
^7x-jk ^^v7x-;w *>&a«nsw»s-tn*ni*fctt 

25 >?-jk 1. 3 -vz^-frtzE^mfzn*. 
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(1) C j.jT^l'XW^ft -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -> ~(CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 -, -CH(CH 8 )-, -C(CH 3 ) 2 -, -CH(CF 3 ) 

-<CH(CH 3 » 2 -, -(CF 2 ) 2 -> -(CH 2 ) 2 C(CH 3 ) 2 -> -(CH 2 ) 3 C(CH 
10 3 ) 2 -ft£) ; 

(2) C 2 _ 6 T;Hr-l/>(mfe£> -ch=ch-, -ch 2 -ch=ch-, -ch 2 -cf 

=CH-, -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 
(2)C 2 _ 6 T)l*~U>mXtt. -C=C-, -CH 2 -C=C-, -CH 2 -C=C- 
15 CH 2 -CH 2 -&£) ^^W^tlS., 

1, 3 -z^i7U^>^U> ; 1. 2-is9W\2?*sV> ', 1. 3 
20. ^v'lx>;l, 4-->i7P'\^^l/> ; 1, 2-5'in3'\:/3 s »; 1. 3 
-v/^n^\^l/>; 1, 4->'^D^\^W'> ; 3 - v£ o/\^-fe>- 1, 

25 

U<tt-0-, -S-s -CO-, -SO-, -S0 2 -, — NR 8 — (R 8 teHfil2i|t3 



WO 01/82925 



41 



PCT/JP01/03614 



v>s^*j fcfetts rgHft&i <Djwm£kT«*u& , b©jwav>&n*. 

5 r«-&^5S^«SU tt, 0 S U < HJt&ft 9 fc V> L 1 4 <2iSt<g-#^:£ (2 
*/'J>, +;^D-'JX yjr^v^ ±y^J^>, *3-VV>. ->w 

U>, -^>F-;^^T*D, &*»T%>^-7^P'>, ^/U>fc£aW£L 
10 v*. 

Ar «u «rfc# Sl< ti*/ U >^fe«^-7^ 
20 tt, ftrg2R 3 ibT0I^Lfcfc©)WB^Stt3. 

£cx* r«jjuift^rbT^T i b«fcv»c 1 _e7 , ;p^j fcW* rc x „ 6 7 
Mw tLxit wtfifc x?;k yptr;K -rv^ntf;k ^ 

25 -fV^;K sec-^;K tert-^;k M^Pfcfitf ' 
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^emJI^tJ tUTH MIS rg^SSWbTViT s b<fc^^*J £33 

e>fc»^b<«c ,. e 7j^jv*e*D, itipv'bt&i'* xsmk -ryyatr 

fr<oMl£n& 1 &V>b 3f@<D^5 i aIiC^&£&K:^^TV*T , fe<fc<» £££ 
^>-^>mtm^VX^X%^> 3 10 ft (*F*b<«3^;ViU8 M) 

twjx tf^'j^>, t!PU^>> 

A+Wfl^XSX ^^fkWSX ^tHnlf'ja^X 

1,2.5,6-T-h^t HntfU^X 1H— T$^/-;K 4.5->>fc 
KD-1H — T5^/-;K 2,3-^kFP-f>H-JK 1, 2,3,4-fh5bH 
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ll&V>U20ft, ff*L<ttll *fcttl8A©»&£lR5S (j?*U< 

h5tPntfU M3,4-g]3Vy X fb^th'Dlf'J H3.4-gHV^U 
X T-h^fcHntfU HB.Hlt/WJX f h^tHnK'J FB.H1 
*y ^tfU X > b 5 1 FO K»J F [4, 3-b] [1, 5] U *J X fb7th* 
nfcTU F[3,4-b][l,5]?-7^y>>X f b7kh'nlf'J H[3,4-g]^l/y X 
erb^fcFnlfU b*t3,4-g]7^9^>, •5 i h7tHD^7bC2,3-d]T-tftf 
X fh?kPD7-lftI/[4,IHE]'fWJX x b^kFPT.-tfkV 
t4,5-b]*;'JX fb7kh*D7^k;[4,5-b]^WX rb7kH 
□ r-lfk!/[4, Nt/tt'J^ fh^kFnr^^ 5-b] [1,53^:7 3 1 
y$?X fh^kHnrfH^ [4,5-g]!7*^X ^+U-kl*nt7h 
[2, 3-d] 7 v^X ^D , kHnT 4 /W[4 I li-b]*/"JX rh7kHn-^ 
-MI'JX ^b^fc: Fabry F.[4,3-b]-f >F-;K ^b^fcFnkTnn 
[3,2-g]-fV^'JX fh^kh'DkODBJ-gHV^/'JX ^b^k: 
HDKUH[3,4-b]7i"jyx fh7k Fntfy F[3,4-b]:7x:H^>&£ 
##tf&ns. fcjfrTffc, fb7kHaW [b] [l,6]WJ^>&i! 

yj \Z&VfZ> m®Ml £LT0!l*bfc'b©tf*/BV>&ft5. «tftK©»C«» 



WO 01/82925 PCT/JPOl/03614 

47 

4' -V n P-N- [2- C (N, N-i?* 5/)^ -6-* J U -M Cl, l'-tf 

i'-^^n-N-K-O-tfnU^^M^W-e-^/ U-;W [l. l'-tf^x 
=jW-4-5b;W**+ra F ; 

JM-4-#;M^-tf-5 F ; 

4'-7;^p-N-[2-(i-if^u^-;^^;W-6-^/ U-;w [i, r-b^x 
-;W-4-^j;^^-y-5 f ; 

4' P P -N- [2- (1- fc! A U V~)V* ^)V) J U n;W [l,l'-t'7i- 
io ;W]-4-^JV^^5 F ; 

6- (4- 7 yVHr P 7 x —) V) -N- [6- (1 - HP U S^JV;* -2-?* 7 ~ 3 ? 
>T5F; 

6-(HOD7i -M -N- [6- (1- fcT P U * -2-3- 7 

F ; 

15 6-(4-/?Jl/7i^V)-N-[6-(l-lfD U ^=DV^)V)-2-^7^M^^> 
T5 F ; 

6- (4-7 ;m- p 7 x w -N- [6- [ 5^;pt s y ) ^ -2-^- 7 = n 
^>T5 F ; 

6- (4-£ -N- [6- [ (^?;l/75/)^ 3^3 -2-^ 7 — 3 ^ 

20 >T5 F ; 

6- (4-* 7 x V) -N- [6- [ (5>* 3\>V7 ^ / ) ;* -2-± 7 ^; W — U 5=- 
>75 H ; 

4- (4-7 p 7 x - N- [6- (1 - \> p U n -2-f 7 f-)V\ -1- 1! 

25 4-C4-* h+y7xr;W- n-[6-(i-HpU ^n;v^^;W-2-^7^;W-i-tf 
^u-:?>#;i^*-y-s F ; 

4-(4-^5 1 ;V7x^l/)- N-Ce-O-tfPU^n^^^W^-^^^W-l-fc:^ 
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5 4'-7;i/^n-N-[6-[[4-(4-^b^^7airi;W-i-lf^Uv ? r:;P3^9 i ;W-2- 
i-y^M [1, l'-fc? 7xZJW-4-AM^5 H ; 

4' D P-N- [6- [ [4- (4-* h * ^73L~)V) *J—)V\ *7M -2-1~ 
y^)V\ [I, l'-h'7x-;W-4-*M^5 H ; 

4'-* h3fV-N-[6-[[4-<4-;* Y^y xn;W-l-fc!^y z?-M*^)Vl-l- 
® io iry?-M -If 7x^;W-4-*M^tl-S H ; 

N-[6-[[4-<4-* b^->7a:-;l/)-l-fcf^U >>~;w ^5 1 ;v]-2-±7^;W-4' - 
*3\>Wl, V -H:7x~;M-4-#;i^*-ti-5 H ; 
4* - y jv* u -N- [6- [ [4- (4- y )V* u y ai V) -l- fcf ^ u 5^-;W ^ -2- 
^-75 t ;w a, r -if 7i-;w-4-*;V^-y- 5 h ,• 

15 4'-^DD-N-[6-CC4-(4-^;U^-D73:-;W-l-tr^U^;P]^5 i ;W-2-^- 

7^;W [l, l'-t*7x-;H-4-^^^riJ-5 H ; 

N-[6-[[4-(4-7;^P^a:^;W-l-tf^U V-M^j-M-i-j-y^M-v - 
* h*5/[l. l'-lf7xnJW-4-*;^^r-9-5 H ; 

n- [6- [ [4- (4- yjv^r a 7x-;w -i-tf ^ y 5>-;M ;* -2-±7^;W -4' - 

20 *^JKl, 1' -H 7x-;W-4-5!3;i/^1t5 P ; 
H 4 , -^;^P-N-[6-[[4-(4-^^7xr:;i')-l-t!^U> ? -;Kl^^;i0-2-^- 

7^>M [i. i'-t'7a:n;w-4-*;^^-y-$ K ; 

4' -y o D-N- [6- [ [4- (4-* 3^:7 xn;W -1- fc!^ u 5?=yW ;* -2-**7 

[i, r-tf ^x^3-4-*;i/jH=¥t>-5 f ; 
25 n-[6- [[4- (4-* ?)Vy x-;v)-i-tf^ y jWKM-^^m* 
h*Ml,l'-H:7x-;W-4-:&;P#*1J-5 H ; 
4* [6- [ [4- (4-> xn;W -l-tf^ y ;W * -2-3- y 

[l,l'-E7x-;W-4-Mm5 H ; 
N-[6-[t4-(4-t Fn^->7xr:;i/)-i-lf ^y V-M^J-M-l-ryj-M- 
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R-[6-[[4-(4-7J^D7i^W-l-t!^'J S^M ^M-2-^-y^jV]-6- 

4- (4-7 Mn7 x - ;W -N- [6- [ [4- (4-* h^>7x-;W-l-H^'J 
^?;W-2-t75 1 ;W-l-tf^'J^>*K4 ; D'a H ; 
5 4-(4-^PP7xZi;W-N-[6-[[4-(4-^ h^i/7x^)-I-k!^'J»]^ 

n- [6- [ [4- (4-* h+->7x ~;w -l - tr* u s>=uw * ^/w -2-^- ^ 5^;w -4 7 
io (4-^^7i-;W-i-^U-7>AMWs H ; 

4- (4-7^ P 7x-;W -N- [6- [ [4- (4-^^1-7 x-JW -1-fcf ^ U * 

^;w-2-^-75^;w-i-tf^u -7>*;uiH^if5 h ; 

4- [fir >J P D 7 x-;W -N- [6- C [4- (4-^fJV7x-;W -1- fc!^ U S?=^] J* ^ 

;i/]-2-^-7^;i/]-i-tr^u> ? >*;^ : ^-y-^ H ; 

15 4- (4-* h^->7x^;W-N-[6-[[4-(4-^5 1 ;l'7ai-;l/)-l-lf^Ui?-;W^ 

9 i ;w-2-^-75 i ;w-i-tf^u> f >*;i'^^5 p ; 

4-(4-^fJl/7x^) + [6-t[4-(4-^^7x-JW-l-t:^'J ;*3=- 

jW-2-^-7^;w-i-tf^u s?>#;i^3rU-^ P, ; 

4- (4-7 fr* P 7X-JW -N- [6- [ [4- (4-7)1* P 7 x-JP)-l-lf^ U 

20 ^5 l ;w-2-^-75 1 ;w-i-tf^ , J^>*;i'^u-5 p ; 

4- (4-7 D P 7 x~;W -N- [6- [ [4- (4-7MD7 x-JW U '7-^] ^ 

5=-;W-2-^-75 1 ;W-l-tr^ , J^>*^ 3 H^- H : 

N-[6-[[4-(4-7J^P7x^;W-l-tf^U-7-;i/]^^;W-2-^-75 1 ;H-4- 
(4-* H+^xrjW-l-^'J >*^U-5 P ; 
25 N- [6- [ [4- (4-7 )V* P 7 x ~)V) z?~) W * 3V W -2-^ 7^P] -4- 

(4-^^;U7x-;W-i-t!^U> f >7a;^=¥-y-s P ; 

N _ [6 _ [ [4- (4-7 P P 7 x =;W -1-tf^U '7 -;W * W -2-^-7 9-M -4- (4- 

7;^P7xn;W-i-b!^U^>*;P^lJ-$ H ; 

4- (4-7 P P 7 x-;U) -N- [6- [ [4- (4-7 P P 7 x~JW -1- tf ^ U ~7~;U 
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mf&VT^X%£.\>^ K&m (I) (10 te. itXftWfESS: 

(i) (r) («T, *Rm{t&to£*wzz£Wto&) 
sWMM&fr***, ^#st£#> &mm&fc* wum&ft&'S 

25 xWV75X -»ax>\ (-)-v->3-v>>, ^'»ftOi*«» 
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JWb, EnUSW^/Wb, K/tP-f^+i/^^Wh* ter t-7*fJV 
5 'AflMk e3Mfl5*n«:ft^«P (#K ft^* (10 ©jMMfe&tF-fe^Wfc 

/wsWJMb, -funs 4Mb* e/tn-owk u-^xjwk 7-?'j;i/ 

(10 ©jtj;i/#*^;i^#x;wwk T5. F<b£tifc{b-&^ [09> 
(10 ©a;i/#*5';i^#x^;px;*^;Wk 7xxjwxx-r-;Mb> 

)Vtti/* : ?)V2LX : rMK> x h^v-TJ^^XJW^v-X^^X^^Kb^ 

^^u^xx^Wb, (5-^5 t ;v-2-^v-i, 3-mvw> 
-4-<;W ^^xxf )Wb^ V^d^^;v^^*;v#x;wx^;wx 
•Hfl5*n&fls**«c^] ttsiftmifzn&. ens© 

15 -fb^«g#:^©^fc«toT^b^ (10 ^feftaS-rsnt**^**. 

-fb-&^ (10 ©7"DH7f^t JfcJUMl 9 9 0^f«J rEg^ffi© 

»*#TYb£tt (10 KSWt« *©•?<&■=» T "6 J: V». 
20 #^Bj<t^#)^ £n r fcffSzBTS [SSSii*l] &v>b [$Sjii5f;7] , 

MWb^ibx/B^snsfbB-^ (id fc^v (xiii) , 

(IV) , (Ilia) , iktiW (I lib) , fb£4& (I lie) , it^Ml (I I Id) , 

{b^ (i i h) , flr&to (nih) , K&m (hid ^n^nttutffl 

25 V>T*)£V>. dOJ^tettiUTtt, MIBLfcfl^ (I) (10 © 

to© mmmn k^v immrn?] tcswr, T)^Mts.m. bu& 

rs^-fts** xxx;WbR^ 7S.\ t <kKJ&> x7>xJWbKj&, 
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l^i/^ #U#A t e r t Fft£) fc£<Z>9Sttt* ; - 

2) 'j^sfcttyM'Jii^JSMtt ?m 
20 7Ji/5tj u ^M*fc»7;w* u ±m&m<Dmm mtr v u ? a, 

#U£A» IftBI'feS'tfAfrH) . U ^IS&Ji7;^ U ±i^S©^ 

3) fux^;v75>, 5?-rv^at!;vx5 L ;i'75>, n-*?- 
25 ;he;i/*u>, w^ts/K'J^ dbu (i, s-^nftf^D 

C5. 4. 0) «*>5**-7-X» , DBN (1. 5 -i?71f If O [4. 
3. 0) />- 5-X» ^£C075>^;m^tfU^>, 

2, 6 ~)v^j>uE<Dm^^mm^muE<D^mm.mn.E^m\i^n 
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*^b^-hu^A, $mL*w^ *M<ti-hVV2x. 

R 8 ' 

T /«'•••, 

W— N— (CH 2 ) W 4 — Ar — Y— } 

(Ilia) \ "'">' 
*•• ■•' 

;i/-;*ui/#x;]/(#k yatf^-x;^^ c j.sTJVn*^-*^ 

15 7}?-JK^j, ;* h^v^l^x;!^ xb+^M^P, tert-^'h^v'*^ 
JU5I, BVmtzE). d-tTJV^^WL ;*h*-X xh^X 7n^-> 
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L^$.ns toisj turn, mx.tij\xi>f>mrf' mm^ 
*>*;v*x;i/;f , m^£^LTvvrt>^c 6 _ 10 xu--;V7. 

a d y >Yb $ *iwt t> <fc c t _ 6 7^+;vs fc« c x _ 6 7;un * a im 
io Tt>«j;ViC 6 _ 10 TU-;^;i/*-;i'^v'j ®^#^itTH ^xt?>x 

^ rTOtt*i«j tum>J^l 7;V3-;n&}£&> x-^jR^at, 

20 ^±£^!i^Sd^T!^LTJ8V>T%>J:V>„ Jth^b'JJK N, 

N-^jWUvH^TSF (DMF) , TilbX X*y-;K tfUi^Xfr 

fc&yo(un)<Dmmmte. ^ttanwtc^u i s*&v>u ioo 

-5. fl:^(iiii)&£j£»«^vvrfc,kVi. 
25 0X:te^l>2 0 0T^ff£L<fcm&&V>U lOOTTTN&So 

RjSfiflBW:, 0. 5 P§MfcV>l, 1 0t*5. 

U «7A, ^MtK^^- HJ £ A, U 7A< h U X3^7 5 X t! »J 



WO 01/8292$ PCT/JPOl/03614 

63 

fc£^(IIIh) tt, «B«'©x*.5^Wfc£W<IIId> &&*]©Jg7c8cK: < J:D3g5c 

h u v&fczoTkmfc-fco mum. tk^t^s-^au^ 

(I I Ih) tt, Ar *t 2-* ^)V*S U 6» S3tt 

15 3212 0991), ^^-^-;!/ ^ ^^^^UdrS^hU— , 35 , 2761 

(1992)fc£)fc:J:eK N-^IM h'^SfSC £.\Z^~zm&t*Z.. £ 

itr«Bfl?&i» (i 1 1 i) g w&ft o^mz^v mm-r % ' c t a**? * * . 



20 flr&«KIIIa)tt, 5£ 

„8a 



W — N— (CH 2 )w4 Ar — — CO— 

(lllc) 

lfttft^&SAnyvftSnWTfcJ:^ 2<ffi<Z> C Ls^tSSCiR 

25 6tt(IIIi) tSE^*1i--5C:ilcJ;-3T«Jfrsc:t , bT€r«. 

rApy>^$nT^Tfeck^ 2ffi© C x-e^m^-ffcTK^Sj £ 
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fl?&*b (1 1 1 a) ft, 5£ 
I 

Iff — N— (CH 2 )w4 ^~Ar R 9a — COO — R9" 

5 (,Md) 

©#BB-5«iWHE t RI«ll*3R"r] TgE£tlS{fr&#f £fa&4& (Illi) 



I 

W — N — (CH 2 ) W 4 — Ar CH 3 

(lllf) 

^xaiM^K*, 22, 195 (1984) /fet* {CaB«©^) tC«t DltS^ftt* 
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Ar 1 — (CHj)w3— COOH + HO— (CHj)w4 — Ar— Y— N 

(I'D (iv) 1 I 




Ar — (CH,)w3— COO (CHj) w 4 — Ar— Y— N 



(lb) 




[si+ofB^ttWHBti^jftttsw-r] 

K&m (i i) <DRj&&mm&t i^u5^i($ftu<si^L/3SD 

10 3r#tt$tt& =r-U;V-*«fl«» 75H**», irH>iW, X)V 

15 • fix *JMt?-HJ#A, Wt*U9A, ISfflW-MJ#A, *^fc^hU?As 
20 fl5£4&(IV)ra, WA«W09838156 
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~hu;i^*g&, 7$mmm. ^h>mmm. x^**^ 

wrfc<fcv>. tefr-zh, T-fch~Hj;k ^qq^x ^na^Aft 

fl^GKlVOWU S#&fcl©2rfe «!A«W09838156 fcB3*©^i*»*Vitt 

15 5* (I) t^ViTX^-(CH 2 ) w3 NR 8a CO(CH 2 ) w4 -^^^#| (Id) 
(75 HftKJKJ 

R 83 1 
A r ' — (CH,) W 3 — NH + HOOC — (CH 2 )w4 — Ar— Y— tl{ ) 

(vi) (vii) : . \ 

■•• 

,a 

f /«'-•. 

- Ar 1 — (CH 2 ) w3 NCO (CHj) w4 — Ar— Y— N( 

(Id) \ \ J) - 



20 muLftmmm i ic^cxfffcns. 

flr&ttcviim, mz-i*m983Bm izmm<D%m&z>w$ 
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(yi 1 1) &&aw&m (ix) nwAfto-fimzz o mbts 1 1 & 

[«3fi*6.3 

^ (i) \z^r kr ^mmm^mvT^xh^mm^wm^ (Ar 2 

- -Ar 3 ) -V&Zfll&W (If) te> 03*-tfT8B7' 'j — ;k*7 y 7V >?Klfc\Z 
Ar Z -B— L' + L— Ar— X— Ar— Y— g : ( X |) 



*~ Ar— Ar 3 — X — Ar — Y— (If) 

io Ar 2 &«fctf Ar 3 te, ■€-n-€ ! n««»WUTV*TfeJ:Vi^iai3^# 

Ar 2 33<fctf Ar 3 #*, tfc^{tglS&Wl/TWfe«fcV^x^;PT*0, Ar 2 

7<j-M>^'j>^«> a#4Mn©*tt, «awt, 72* ^5^7 

20 X#>i?:M£7 (Acta. Chemica Scandinavia) , 221-230 M> 19 9 

(x) £ i 3 mmw- * k « i jfe^u 1.5 as) ©^ti(xi) 
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L— X— Ar— Y— N<; *) (xill) 

i . \ V - -' 



5 fb£-$& (xii) fc«fcWb/&«» (xiii) g#^©^^J;Oi2l3i-r^2: 

tm tT)Vu-)v&mmi turn m*** x*/-;k 

h*077> (THF) x l,4-^**>\ 1, h^X* >&£jWSV> £*i 

£>„ 

SSIB r A a y >{b^^7K^^^J ibTH ^ao^^x 
15 tatB r5Sr#^jg«tj tUTtt, 01* tf, h)Ux>, *->U>, 

'v*tf->fc V* S ft*. 
MSB TTS F*#flEj tltfi, fltfLfcR N,N-^pWl/*;UA7S H (DMF) > 

mib r$rh>»»«fj turn 7-feh>s ^?jn^h> 
tMBiyUUaM 1 ^ m®m £ bTte, waht, s^ssn^/M^S' H (dmso) 
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if)\,—Zf7* < > jr—iJ—y? i/>-fe5^X (Protective Groups in Organic 
Synthesis), John Wiley and Sons TUU980) fcCffc©^^^*^^ 

15 

20- iL,T^©XgOJR»t^T«*nTfe«fcV». 

MCH&K#J£Bl§fBT£ WL»*<ll*.t£ 9yK v^X, 

Wyh, ty^, it;K bhfe£)£*t.U 

31 CTT, yCHfcSHfS&JftfckTtt, «*.waisM£"[«» Stti2tf»IM* 
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(l-hpc) &£##tfsn5 0 

»*HtiMBfcLTtt, #yx^ux?yp-;k ^ofcfw>ifu 

^u-feux d-^>x] — ;nfc£*«jstf &ns. 
25 awatbTtt, 0§*.«, y>w* m& iKmft. *x>«ttfc£© 
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±ib vnMMij turn «Atf-r>^y>««:tt5fe»a^ ox 

<J4TW>ttifD , JTT-501, GI-26257CK MCC-55 
5, YM-440, DRF-2 59 3, BM-1 3-1 2 58, KRP-2 
97, R- 11970 2t££&mf bUZ. 

io <i >x u >ftw&.m&i: txn rnxfouv? *~)\,wmmnmvf e>n&. 

•x-if U - 5 5^U~F (KAD-1 2 2 9) , JTT-6.08fe^i 
t h-f >X 'J > ; ^ra, -f-X hSfflViJtWX^Wfc^bfct: w > 

xy >tn£iftmir? e.ti5. -c>xy >tbtn o. 45^60. 9 (w/ 
w) X0M«&^tK>x»J>3£tt:»nsi». «-/n^ 5 
25 xy >^ssiS$n§^D^3><>xy >s^^%fflv^n^. s&ic, 

ins* -r>xy>fc«, ^mm, mmMtnz 
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yu;K 75t^y^ (£&) t7^u;k usvyu;K -* s^u;k 
^^/u;k ->7^u;k ^^^u;k H9>H9^u^ 

S>t!>, )VV tf frf £> ft £ o 

A'J^Aft>^HnHil/m m^^O.^'JA, L-27152, 
AL 067K NIP-121 IzEimVf ?>n5. 

tsU^^M JVVfrft:9>* 4J\r*&M>* CS-866, B4177 fcEtfSPf 5 
ft£. 

HMG-C o AljciiHiitl/Tft, flAtfr/^t;*^^ 
±fB rjt^^j ttm D;k5>T"ttt*3 t 5' v^Tif/tA, 
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6 



m 



Hz 



d 



b r 



J 



t 



&7Vv h (doublet) 
YVJVy Y (triplet) 
*?7)\rryY (quartet) 
^)V^Vv h (mu 1 t iplet) 

H (broad) 
A-y^'J^S (coupling constant) 
s\)VV (Hertz) 



10 



CDC1 3 : M^DDtf^A 

DMS O— d 6 : mv*5-)V7>frtt 9 s h* 

THF : f 1^7tHD77> 

dmf : n, n-^^j^ats h 
dmso : ^*^;wx;p*^->k 



WSCD : l-X^-3- (3 -i?*^)V7 5. J?U\L)V) 

15 wsc : (3-^^^75y-7°pt?;w 

J H-NMR :yPh>^m^1i 

(It7'J-#:&CDC 1 3+"^^^^. ) 
I R : ^©JRX^^ h;i, 
20 Me : 

E t : X^JW 

HOB t : 1 - k H n 1 H-^>!/ b >J 7V*-* 

iPE:i?<v :/a tf;i/x— 

DMAP : 4-^^^75 7 tf'J-^> 



IUPAC-IUB Commi sion on Biochemical 
Nomenclature tZ&ZM^&ZWZ^&ft&lZ&VtimmV&nfc 



25 
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10 



15 



20 



25 



Arg 
H is 
Ph e 
Ty r 
Trp 
Pro 
As n 
G 1 n 
pG 1 
Me 
E t 
Bu 
Ph 
TC 



7u U > 

^v/ij^>_4 (R) -Aj^SHi 



t o s : p - h;ux>x;v^~;p 

CHO : ^I/S^ 

B z 1 : 

Cl 2 Bzl : 2, 

Bom : ^>VM^y^9-)V 

z : ^>5^;^^->^;i'3j?-;i' 

ci-z : 2-^nn^>i;;^^M-;i/ 

Br-Z : 2 -^Dt^>^M4 1 >'5!jJ^r;V 

Boc : t-yh^r^Jl/^ 

DNP :i;-hP7x/-^ 

Trt : h U 

Bum : t-7h^>/^ 
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k h sLc-i <d±t 5 j wbm swf*. 

CIS^JW : 1 0) 

k h SLC-1 (S) S3- FT* cDNA ©7.7 ij —~>^fcM bfc^&DNA S^T. 
CIB»#: 1 13 

5 k h SLC-1 (S) S3— cDNA ©77 U — ~Z<#\Z.®m bfc&jftDKA S5j^T. 
CE8»# : 1 2D 

k h SLC-1 (DSn— cDNA ©X # U — ~>!?\Z&M tfc^DNA S^T. 
: 1 3) 

k h SLC-1 (L) S3— cDNA©7# U— 3->^^^BUfc^DNAS*-r. 
10 CE^J##: 14) 

5' ftntsai ivmunim-mzn, wcspe i i&^ia^ttinsn 

fchb SLC-1 (S) cDNA O^^IH^iJS^T. 
CSB^J##: 1 5) 

5* flgfcSal I B«IB^j3&«#an*n, £fc3 ; flflfc.Spe I fiii@a^J?WJ[]£tt 
15 fckb SLC-1 (L) cDNA 0±mMWM^To 
CB3W§- : 16] . 

k h SLC-1 (S) $m CHO MM&^&t. b SLC-1 (L) CHO W&<E>£r9 a— > 
{'*3tt^ SLC-lmRNA ©5BM&»jrrafc*fc#^fcl) ^73-7" 
(riboprobe) S^"f"o 

20 i-6 -cmzntzmmm^: 9 T^sn5^ia^iS3- f-t& dm 

S^tJ^XS FKl<££^Kte&# Escherichia coli DH10B/phSLClL8 fc£. 
^11^2B1 Bd^3l^H#lHM^#X^XllMW^Bf (N 
IBH) fcSFft»#FERM BP- 6 6 3 2iLT> ¥J&1 1^13 2 1 
BfrZMm&A'ftBQ&m (I FO) l:f!6Sf IFO 1 6 2 54<hb 
25 TfFf££nW5o 

t er t-^)V 6- [ (N. ^I/T 5/)^ -2-2*7 WU-h 
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fh^fit-.C, 70.31; H, 7.01; N. 5.12. 



^ffi:C, 70.36; H, 6.89; N, 5.14. 

3) j|ui32)-e#fc Urt-f&V 6-(t; Pn^S^WUM-^^ka- 
A*— b (1.00 g, 3.66 judq1)*5^ (18 ml) IC»#U — KflS^ 

5 >#>(1.59 g, 18.3 unol) gaTMHHBfflBfcl/fc. , 

^, J5*fc*jeETK:»l*U 5M V^Pfcf^x— ?;l^6IMMfel/T, tert- 
6-^)V^)V-2-±y^)V^-n^—h (889 mg) *fife»*ibT# 

'H-NMR (CDClj,) 5: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J = 8. 4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
•4) «HB3)T?#fctert-^;i' 6-*;i/i= JW2-^:7^;V#-A*;<- b 
(300 mg, 1.11 mmol) £¥*^)VTS. (270 mg, 3.32mmol) 

7-JK2 ml)tfh7kHn77>(2 «I) U ~>7V hU 

kh*ag5Sth'J^A (210 mg, 3.32 mmol) *J0^ £8LT2P*niffl£i£l/ 

-;P=10 : 1) fcT**«U mmfc&<®} (242 mg) §g««It-LT# 

20 'H-NMR (CDClj) <5: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8.7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, 3 = 8.7 Hz), 7.96 (1H, s). 



A'*-K500 mg, 1.83 mmol) ih'JXf^J 3X0. 254 ml, 1.83mmol)£ 
fh5kHD77>(9il) fc»#U*?&T* * >*)Vft=.)W D U h* (0. 142 



tert-^;i/ 6-(l-tfn'J> ? x;W^^;L')-2-^-^5 ; ;i'*-A^'-h 



25 
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'H-NMR (DMS0-d 6 ) 6: 3.95 (3H, s), 7.58 (2H, d. J = 8.6 Hz), 7.82 (2H, 
d, J = 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H, d, J = 8.6 Hz), 8.29 
OH, d, J = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 

2) Miai) T?#fe^^;i'6-[(4-^ , n^7-U/)^;^-;W-2-^-7 h 

jL—h (900 mg, 2.34 mmol)£xh^fc Hn77>(10 nl)fciaF»U» 
Tfc^bU^ATJV'S— ^A(178 mg, 4.68 mmol) SriP^.. ^2&T 2 Pt^SI^ 

a*tfS-&W<349 mg)£fi&S*<i:bT#£:. 

'H-NMR (DMSO-dj) 5': 4.71 (2H, d, J = 5.6 Hz), 5.4K1H, t, J = 5.6 Hz), 
7.56 (3H, m). 7.82 (2H, d, I = 8.4 Hz), 7.92 (1H, s), 8.02 (3H. m), 8.54 
(1H, s), 10.53 (1H, s). 



1) >J > (1.02 g, 6.45 mmol) &b!y3?>(30 

ml)K:»#U *$7Kgf& (0.913 ml, 9. 67 mmol) ZtiiZ.. MWV3nfMW^ 

N-(2-^^;w6-^y y-jwr-fehTs f a.20g> safi»*tLTtfe. 



(833 mg, 4. 34 mmol) £;&Q7L> Sif lWfIB, 60"CT2 



N- [2-(tKD+^ ^)V> -6-* / y 7*fe b75 H 




N. 



CI 
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itS® (900 mg) S^tbTife. 

'H-NMR (CD 8 0D) 6 : 2. 23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz) , 
8.17 (2H, S-like), 8.74 (1H, s), 9.01 (1H. d, J = 8.4 Hz). 
###17 

5 2-(^aa^5 L ;W-6-^/U3:;i/7S> 2: 

. 2HCI 

6 -e# stifc N- [2- p d * -6-*- J u — ;W T-tr h 7 5 H 

mm^OOO mg, 3.32 DunoDKB&jfeSBK (17 ml) 100'CT?2I^H« 

10 LT3feflWt£4tl (849 mg) 

'H-NMR (CD 3 0D) <5 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 

J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 

15 4' -2 D D -N- [2- (9 p p * -6-^ ^ U [1 , 1 ' - M V i^JV] -4-#. 

_ M _ 

CI 




7 Ztlfc 2- (# p p pWl/)-6-3P,/ U —Jl'T 5 > 2 ttttjft^: 
4 , -^PP[l,r-t*7aiZi;W-4-^;i/^>m*ffl^T, 1 O WSC 

■H-NMR (DMSO-d.) 5 : 4. 95 (2H, s). 7.58 (2H, d, I = 8.4 Hz), 7.66 (1H, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 
(1H, d, J = 9.0 Hz), 8.09 OH, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, I = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 
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15 




##05 5 N- [2- ( t b* D * -6-* y U x;U] T-fe h T 5 H * 

5 'H-NMR (CDC1,) 6 : 1.02 (6H, d, J = 6.2Hz), 1.25-1.76 (6H, m), 2.24 (3H, 
s), 2. 50-2. 70 (2H, m), 4.01 (2H, s), 7.52 (1H, dd, J = 2.2 and 8. 8 Hz), 
7.73 OH, br). 7.83 (1H, d, J = 8. 8 Hz), 7.94 (1H, d, J = 8.4 Hz)., 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 

Ttmftmm c 19 h I5 n 3 o-o.5h,o£ut 

10 fUMt:C, 71.22; H, 8.18; N, 13.11. 
n®iU:C, 71.01; H. 7.81; N, 12.90. 
M : 120-122 1: (^m<tmm : SfX?;WA^t» 
mmm I 2 

2- (v'X^VT S./* >"J>75> 
N- ^ El 



H 2 N 




l 



I 

Et 



I 5T?#fc N-[2-(t FU3r*/*7-M-6-*c; U^)W7tb75 

'H-NMR (CDCl a ) 6 : 1.06 (6H, t, J = 7. 0 Hz), 2.60 (4H, q, J = 7.0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, 1 =2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
m& : 93-94 <C GBAftJSK : v'X^X-^-'N^-tf- » 
##M1 3 

N- [2- [ (2, 2, 6, 6-t- h y *?-)V-\- tf^. U S?=/W * -6-* ^ U X)W T 
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SfcftfcUtfA (3.8g, 67.7mmol) £flt]7lT 3 MJBET&ig 

5 ocX;V)-5,5'-> J ^^^^>'-l,3-i?^1J-> (4.3g, 82%) 

'H-NMR (CDClj) <5 : 3. 99 (2H, d, J=12.2Hz), 4.50(2H, dd, J=4. 6Hz, 12.2Hz), 
5.420H, s), 7.35(2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
msH : 164-165 "C 

3 ) WpB 2 ) D 0 7i-;W-5, 5'-^;i/^^^-l, Z-*JHr 

10 *i*-> (4.3g, 15mmol) £bUX3\>KT5> (20ml) CD?I<&$j£ 150TTC 4 
I^F^Jp^Ufc. J£J£^£MJETil«t^ ^S^ylfJU-fJl' (200ml) 
"«W»U 2NiftBftT?pH2fciittLfc- ^«B£iS?P:fe!£*T&#U aa*^ 

16 FAB(pos): 243 CMHT 
Mj& : 183-184 *C 
##011 1 5 

6- (1 - fcf^ U i?x;M ^)V) jry#u>-2-7$> 




A**-h (710mg, 2.09mmol) Sh>J7^Dffi| (10ml) fc*#U Mlfl 
l$M«#L&. £J^&*BET«*U «£K:B«X?\>1< (50iol) SrjD*, ft 
HfcfrU (50iil)» IS»ftifcK(BOiDl)T«E»«» MJETSSSU £A 

(420mg, 1.75mmo])&«ttfiilSfttbT#fc. 
'H-NMR (DAIS0-d 6 ) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s),- 5.30 (2H, br s), 6.79 (1H, s), 6,90 (1H. dd, J=8. 5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7.430H, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H. d, 
J=8..5Hz). 
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'H-NMR (DMSO-dj) 5: 1.81 (4H, m), 2.56 (4H, m), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1. 8. 4 Hz). 6.97 (1H. d, J = 2. 1 Hz). 7.38 (1H, 
dd. J = 2.1, 8.4 Hz), 7.55 (1H, d, J = 8.4 Hz),' 7.61-7.64 (2H. m). 
6 1 9 

6- [ (2, 2, 6, 6-r h 9 * =^)V-\- 1:^ U * 7?V>TS.> 



^mm\<D 2)T?#£: tert-y^ 6-(k hd^^^;w-2-^-7^;p*— 



•H-NMR (DMSO-d.) <5 : 1.02 (12H, s), 1. 57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s). 6.89-6.98 (2H, m). 7.41-7.54 (2H, m), 7.63 (1H. d. J =8. 4 Hz), 7.76 
OH, s). 
#%0U2 0 

N- [6- [ (iM V ZfU \f.)VT 5 7 ) * -2-i- V -2- 1 H P * 5^-2-* 

Me 



1) 6-(t Fa^ix^^W)^-^-^ 1 — ;V (500mg, 2.87mmol) O'^f 
JI/T-febT^H (4ml) (344mg, 8.61mmol) Sim*.* 

20 1PSM«#U&. 2-^D^-2-^^;i/^a/^>T5 H (1.43g, 8.61mmol) £3 
VfaXOOA (476mg, 2.87aimol) *JPtL, Mi&X 16 HffM^l/fc. 

y^ne;vx— r;Pfc±0«H6»*iUT, 2-[[6-(t HD^->^^)-2-t 
25 7^JW^->]-2-^^;U7 p a/^>7S H(506mg) 



Me 



Me 




10 fc«fcO, UTfl-fc. 
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MeO 




6-^ h^-2-±y hT^h H (3. OOg, 16. lmmol) ihtfP U > ? > (2. 69ml, 
32.2mmol) Ofb5t HD77> (32ml) £SHfc (16ml) flSttteMJrizh 
^v-tiHDJiN^^hU.^A (6.83g, . 32.2mmol) * 0"CT?Sn^, gi&T? 7 fl£ 

bfeo »«E&«ffiT»HbT, *flfc£tt (3. 89g) 

'H-NMR (CDC1,) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s). 3.92 (3H, 
10 s), 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
#%#12 2 

6-a-fcrn u ^w^w^^? i — )v m^Mmm. 



2 i -e# e. nfe i - c (6- * f 3r ^-2-^- 7 ^ svu tf a u > 

15 (3.63g, 15.0mmol) ©48X|Wb*** (75ml) 1001CT? 6 WFIKffll^U 

-f y:/pfcf;^x-7\^T?$fc?£LT* mmtt&® (2.45g) 

'H-NMR (CDC1 S , free base) <5 : 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
20 5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J = 2. 6, 8.8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8.8 Hz) , 8.56 (1H, s). 
###12 3 

, 2, 3, 4-5=- h =5 1 H a ^ >V [b] [1 , 6] ± 7 9- U P >-8-T 5 > 



25 1) 2-75^-5-- ha^>X7JVrtF (l.OOg, 6.02mmol) £l-*9- 
;W-t!^U> ? y> (0.89ml, 7.22mmol) (DT.&/—)V (108ml) ^1^4^ 
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O =£^>i?;i/) ttW-lE-' T > \ t -)\'-2-Z))V#*r>'V— h (565mg) 
'H-NMR (DMSO-dg) 6 : 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6.98-7.04 (2H, m), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz). 7.59 (2H, d, J = 8.4 Hz), 11.77 
5 (1H, s). 

2 ) tfiiB 1 ) tltc^JV 5- C W-ynt^^^;!/) -lH--f > 

K— )V-2^M^U— h (300mg, 0.802mmol) Or h^k FD^7>(4ml) 
0 , C-e7K^'fbU5 L ^AT;ua— C?A (60.8mg, 1.60mmol) fcSn*., 1 

-f V7u&V3i- : r)Vt'\*V>\ZJ:QB3ii<kVT. mmik&® (219mg) 

'H-NMR (DMS0-d 6 ) 6: 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 
15 t, J = 8.4 Hz), 6.16 OH, s), 6.74 (1H, dd, J = 8.8, 2.2 Hz), 7.03 (1H, 
d, j = 2.2Hz). 7.20 (1H, d, J = 8.8 Hz), 7.41 (2H, d, J =8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 



20 4'-^Dn-N-[6-[(N, N-> f ^5 i ;i/T5/)^5 1 ;w-2-^-75 1 ;wci,r-if 



)V%~n*—b (237 mg, 0.789 mmol) £ h V y^aWM (4 ml) \Z.&m 

mti^^^mm^m^ six^^t-iajife. mm%i&®ft&&*T-$c 



mmmi 
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10 



15 



m&M3 

\£€TO 




###| 3 tert-^;W 6- (1- tf ^ U S?X>W*?\> W -i-y y - 
/t^— Ml 00 mg, 0.42 mmol) £ 4'-:?nnlf:7xX;V;*7;i^>8l (116 mg, 
0. 49 mmol) £JBV>T^»J 1 tmm<DMft*ft 5 OiMfc^ (103 

mg) LT#£. 

'H-NMR (DMSO-dg) 6: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
(1H, d, J = 8.4 Hz), 7.58 (2H, d. J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
jB£: 220-222-C mMkimM : lfflfcX^;k-3M V7u 

mmw4 

n- u-y a =e ? ^ x;w -6- [&**)V7 s;)^fjw-2-t7 hrs f 




##0lJ4T#fe N-(4-^D ; E7i-JW-6-(kHP+'>^5 : JW-2-t7 h 
H (349 mg, 0.980 mmol), h UX^KTS >(0. 164ml, 1. 18mmol) £ N.N- 
y^fJWA75 F(5 ml)fcigfl?U 2k?TF&fc*^ >J*JW5fr-;K0. 091 
ml, 18mol)*iP^30»IBfflH^bfc.KJ!6«fc5?^9 i ;VT5 >i&&m(160 mg, 
20 96 mmol) £^#1)'? A (406 mg, 2.94 mmol) 80t;TM6 PtIHfflBfcl/ 

fc.. E^fcBBttx^fczK£in*.» BHRx^WAWLfc. &ffi$:£$?n:k. 

s m vya\f)vx.-r-)vmaxm^t\y. nmit^mim mg)£&&a*t 

25 'H-NMR (DMS0-d 6 ) 5: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 
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H (92.3 mg, 0.427 mmol) ' £ hUX3^7 5 > (0.0712 ml, 0.512 mmol) 

)V (0.0396 ml, 0.512 mmol) 3 0^WLfc. *^)V 

7$.>&WM. (69.6 mg, 0.854 mmol) t^^U^A (177 mg, 1.28 mmol) 

(jnn^;^x^;w ^ci;t)^u^N-[2-C(N, , N-^5 1 ;l/Tsy) 

;* 3S7KI-6-* / ij 7th75H (71 . 9 mg) t UT#fe. 

10 'H-NMR (CDClj) 5: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d. J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) MSB 1 ) N- [2- [ (N, N-5> ;* 3^7 5 J ) J* 3^M -6-4=- 7 U x;W 

7-fch7SK (1. 9 mg, 0.296 mmol) &MmM (1.5 ml) llOt 

3tf>& (68.8 mg, 0.296 mmol) fcS^S^TS S W)V> (36.1 mg, 0.296 
20 (3-^*3^75 y:/Dl!;W-#;W#5M 5. KiiSMfc (56. 6 mg, 0. 296 mmol) 

25 X-rvfl' (1:5) ^SttftflsU 3EjHflS'&» (60.6mg) ^efi^tbT 

'H-NMR (DMSO-de) <5 : 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, m), 7. 82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz),- 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz)* 8.29 (2H, d, J = 
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N 



CI 



75 Ft i'-irunZ73i-)vjjjvtf>tiL&mKx. mmme <D2) 

5 'H-NMR (DMSO-dj) 6: 1.77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
m), 7.59 (1H, d. J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d. J = 2.0 Hz). 10.61 (1H, s). 
FAB(pos): 442.1 Dl+H] 4 

m& : 2oo-202"c m&imm •■ mm^)v- v zfu ukjl-^m 

io MMffl 9 

4 , -7;i'^-n-N-[2-(i-tf^U> > n;M^;W-6-^ / / U-;W [l.i'-tr^x 



1 ) ###y 5 n- [2- ( t H a * -6-^y u -;w r-fe h r $ 

N- [2- (1- kfS U -6-^r y U -)V] 7th75H*6 -fe^* t L 

'H-NMR (CDC1,) 5: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd. J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 OH, 
20 d, J = 8.4 Hz). 7.98 (1H, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, J - 2. 4 Hz) . 

2) HUE 1 ) T#fc N-R-a-feWJ ~?-)V*^)V)-S-*rJ U -M T± b 
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'H-NMR (CDC1 S ) 6 : 2. 25 (3H, s), 2.55 (4H, t, J = 4. 5 Hz), 3.75 (4H, t, 
I = 4. 5 Hz). 3.81 (2H, s), 7.42 (1H, br), 7.51 (1H, dd, J = 2.4, 9.0 Hz), 
7.60 (1H, d, J = 8.4 Hz), 8.01 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 
5 Hz)," 8.32 OH, d, J = 2.4 Hz). 

2 ) StTfB 1 ) T=f#fc N- [2- (4-*E;Hfc U — JW* ^)V) -6-* J U ~M Y 

'H-NMR (DMSO-d,) 6 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3.74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8. 4 Hz), 7.97 OH, d, 1 = 9.0), 8.04 (1H, dd, 1 = 9.0. 2.1Hz), 8.13 (2H, 
d, J = 8.4Hz), 8.30 (IH, d, J = 8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

7tm&mm c I7 h„cin 3 o : £ut 

15 tr^tt:C, 70.81; H, 5.28; N, 9.18. 
^!®N6:C, 70. 66; H, 5.31; N, 8.90. 

: 236-238'C • (ttiMk&ft : IBftX^-S?-f V 7n t^X—r^) 



N-[2-(4-^;^U x;i/*^;»-6-*/ V=M [1. 1'-tr^xrJMHh*^ 

20 • h 



mmm n©i )-?#& n-o-w-^v* u ^^j-e-*; y x;w 

25 'H-NMR (DMSO-dj) 5 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4. 5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, m), 7.61 (1H. d, J = 8. 4 Hz), 7.78 



MM 1 2 




N 
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1 1 1 <D 1 N- [2- (4-^*1) -)V*9-)V)-6-*rJ U n;V]y-fe 

5 'H-NMR (DMSO-dj) 6 : 2.39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 

t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, J 

= 8.4 Hz), 8.01 (2H, m), 8.12 (3H, in), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz) , 8. 52 (1H, d, J = 2.4 Hz) , 9. 23 (1H, d, J = 
2.4 Hz), 10.72 (1H, s). 
10 Tmfrttm. C„H !6 NA- 0.5H,0£L<T 
ff4Mt : C, 73. 95 ; H, 5.98; N, 12.78. 
*^tt:C,73.92; H.5.92; N, 13.01. 

: 214-216*0 : }±)V^.-^M 

mMm is 

15 N- [2- [ (S?;* ^)V7 5 J ) ^ *M -6-^ J U [1,1* -If 7 x-J W -4-* 
o 




mmm 60i) n- [2- [ (n, n 7 5?^ 5;)^ ?M w -6-* / u n;w 

'H-NMR (DMSO-dg) 6 : 2.23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8. 4 Hz). 7.96 (IH, d, J = 9.0 Hz), 8.04 
OH, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz). 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 
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'H-NMR (DMSO-d t ) <5 : 2. 23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, .m), 
5 8.30 <1H, d, J = 8.7 Hz), 8.42 (III, dd, J = 8. 4, 2.4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz). 10.72 (1H, s). 

ffW:C, 75.73; H, 6.10; N, 14.13. 
mWiU'.C, 7.5.44; H, 6.19; N, 14.12. 
10 HA: 220-222-C : IWX^JU-SM y:/DK*X-5\M 

' mmm 1 8 

4' D n-N-[2-[(2, 5-^^^;W-tfD U U 

Jl/][l,r-b'7x^V]-4-^»t5P 

Ms 




15 l) ##^J5T?#fcN-[2-(kHn^->^^;W-6-^/Ux;WT-feKT5 

N-[2-[(2, / »J-;W7-feh7S V 5 

'H-NMR (CDClg) a :0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2.2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4Hz). 7.80 (1H, br), 7.97 (1H, d, J = 9.0 Hz), 8.03 (1H, d, J = 8.4 

Hz), 8.29 (1H, s). 

2) IMB1) T#fcN-[2-[(2,5-^^^W-lfn'J^)y?Jl/]-6- 

FAB(pos) : 470.2CM+H]* 
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mmm 7 © 1 ) ante n- [2- a- tf o u -6-* j u n;w y-k h 

•H-NMR (DMSO-dj) 6 : 0.98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 Si), 1.74 (2H, m), 1.80 (4H, m), 2.62 (4fl, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (1H, d, I = 8.7 Hz), 
7.65 (1H, dd, J = 2.4, 8. 7 Hz), 7.81 (2H, d, J =9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429.3QI+HT 

jftft : 200-202^ (ttAft&ft : WH^- SH* V tf ;WX— rJW 
$1^92 2 

4 _(2-^y-i-tf^ij ^-;i/)-N-[2-(i-t!D U ^x>v^WW-6-^/ u x 



15 



6 



£%0i 7 CD i ) n- [2- a- tr □ u ^)V) -6-^ y U — ;W T-fe h 

T5F«r^ViT, *lfi«6©2) £|Wl£ll©t£fE£ff "5 II D * 3&JBflS-& 

'H-NMR (DMS0-d 6 ) 6 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d. J = 8.4 Hz), 
7.68 (1H, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 (1H, d, 
J = 9.0 Hz), 8.11 OH, d, I = 8.4 Hz), 8.30 (1H, br), 8.45 (1H, d, J = 
2. 3 Hz) . 

FABCpos) : 429. 2fM+H] + 

25 210-212*0 immmm:Wm^)V-^ v-fu&vx.-rM 

4' n n-N-[2-[[(2R, 6S)-2, S-V *?-J\r-\-W) 3>XJW ;WM-B-* 
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(3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8. 4 Hz), 7.96 (1H, 
d, I = 9.0 Hz), 8.04 (1H, m). 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8. 7 Hz), 8.53 OH, s). 10.61 (1H, s). 
FAB(pos) : 471.2[M+H]* 
5 M&: 215*0 (ttM) : »f if^-^-f V^a tjl/X-f 

' M 

&tttt2 5 

4* -9 U D-N- [2- [(2-^^-4. H P-lH-f )V-\-4 )V) ;*5=" 

M-9-*S U ~)V\ [1, 1* -\±7^-M-i-%)V#*VS. P 



<MHfl 8 -e# e. tifc 4' n d-n- [2- (^od -6-^y «J — 
;W[l,l*-lf73:-;W-4-?!7;l/2H^U-5 f^«v>t> mffiM2 3fcW«©i»^ 

'H-NMR , (DMSO-dg) 6 : 1. 97 (3H, s), 3.21(2H, t, J = 9.0 Hz). 3.52 (2H, 



= 8. 4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8. 4 Hz), 7.97 (1H, 
d, J = 9.0 Hz), 8.07 (1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2. 1 Hz), 10.63 (1H, s). 
FAB(pos) : 455[M+H] + 
20 MH&m 2 6 

4* -2 a n-N-[2-(l, 3-9-T'/V V>-Z~i)\>*?-M-S-*r; U —M [1. T - 



Me 



10 




15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J 
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. 8 t# 6 ntc 4' a □ -N- 12- d a * -6-=^ y u ~ 

;H [i, r -tf? x~;W-4-#;i>#*iJ-3 FSffiwr, 2 3 fcra«©»fls 

5 'H-NMR (DMS0-d 6 ) 5 : 2. 36 (4H, m), 3.31 (4H, m), 3.60 (2H, s), 6.43 (1H, 
■), 6.61 (1H, d, J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7. 75-7.95 (5H, in), 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534CM+H]* 

io mmm2 9 

4 , -^OD-N-[2-[[4-(2-^^7x^;V)-l-tf^U ;WW-Mr 

j y ci. i' -C7i^]-4-*)i'#*t3 f 




#%^J 8 T# Sftfc 4' a n-N- [2- D D * -6-^r J U - 
15 ;W [1, l'-H7air:;V3-4-*;W^1^5 K£fflWT, ^»i2 3 tmmcDmft 

'H-NMR (DMSO-de) 6 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8.4 Hz), 7.67 (1H, 
d. J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
20 (2H, m), 8.14 (2H, d, I = 8.4 Hz), 8.32 (1H, d, I = 8.4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FABCpos) : 546[M+H] + 

mmm s o 

4' -{7 a 0-N-C2-C[4-(3-^^;P7a:-;W-l-t!^U pWWHMr 
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8 x-n s ft£ 4" - & p d-n- [2- d d ^ -6-3V u - 

5 'H-NMR (DMS0-d„) <5 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H, s), 7.48 (3H, 

m), 7.61 (4H, s), 7.79-8.16 (9H, m), 8.36 (1H, d, J = 8.8 Hz), 8.58 (1H, 
d, J = 1.8 Hz), 10: 65 (1H, s). 
FAB(pos) : 5i7Qf+HT 
mffim 3 3 

10 4'-^Dn-N-[2-(3 ) 4-^t Fn-l(2H)-^y VzDV^fr)-*-* J U~ 
)V\ [1, 1- -tf 7i-M-4-*;^+t5 H 




m^m 8 -e# e> ntc 4' n d-n- [2- o a ^. -6-^ / u — 
;WCi,r-if7x-;W-4-*;p^if5 K£fflv>T* §^#12 3 iTO©^ 

'H-NMR (DMS0-d 6 ) <5 : 2. 00 (2H. m), 2.79 (2H, m), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6.82-6.94 (2H, m). 7.38 (1H, d. J = 8. 4 Hz), 7.58 (2H. 
d, I = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8. 4 Hz), 8.55 (1H. 
20 d, J = 1. 8 Hz), 10. 63 (1H, s). 
FAB(pos) : 504[M+H] + 
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= 8.8 Hz), 8.55 (IB. d, J = 2.2 Hz), 10.63 (1H, s). 
FAB(pos) : 490[M+H] + 

4*-:J;np-N-[2-(lH-f 5^/— JWl-f )V*frM-9r*S U-JW [1, l'- 

9 ^"Y 




###| 8 T?# S tlfc.4* -9 U D-N- [2- D D ^)V) -6-#/ U — 

10 'H-NMR ODMSO-de) 6 : 5.49 (2H, s), 6.96 OH, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4 Hz), 8.57 (1H. d, I = 2.2 
Hz), 10.65 (1H, s). . 
FABCpos) : 439 01+H]* 

15 ^10113 7 

4 , -^aP-N-[2-[(4-7a:-;Wl-t!^7^njl')^^;H-6-^y U- 

M [i,r-tT7xn;W-4-*;i/3j?^u-5 K 




CI 



###| 8 tlfc 4' -2 D D-N- [2- D U^M -6-*/ U ~ 

20 m [u'-H7i-;w-^MW5 H^viT, mmmz 3 tmunrnft 

'H-NMR (DMS0-d 6 ) (5 : 2. 62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, I = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7.69 (1H, d, J = 8.8 Hz), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, d, J = 8.6 
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■fee 

5 'H-NJJR (DMSO-d 6 ) 6 : 1.59-1. 85 (8H, m), 2.50 (4H, m), 2.73 (1H, m). 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7. 20-7. 34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FABCpos) : 415.3[M+H] + 

io 187-18913 (ttllfc&tt : Htx^-^V^n tfJkn-^W 

4-(4-^nn7i.-;w-N-[2-(i-EP'j ^-;^^;i/)-6-^y u-;W-i- 
15 9 2-0-tfDU -6-* y u - 5 > £JB v>T* 

mmm 3 8 tra«i®i»f^ftff 5 1 1 \z £ d * mm^m^m^^tvxm 

'H-NMR (DMS0-d 6 ) 5 1.58 (2H, m), 1.72(4H, m), 1.80 (2H, m), 2.50 (4H, 

m), 2.79 (1H, m), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m). 7.34 (4H, 

20 m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
PABfoos) : 449.2[M+H] + 

Mjft: 205"C ifrffi) (^M^rStmx^-^VyPtf^X-^ 
M 
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FAB(pos) : 439.2W+HT 

210*0 <&m 



N- [2- (1-tfD'J i?-)V* 7)V) -6-^ / U -A3 [1, l'-t'7x-M -4-* ;w 



£MI 7 CD 1 ) Tffcfc N- [2- (1- e D U V-fr* / U ~M 7"fe h 

io m *m&BM t. bTiifc. 

'H-NMR (DMSO-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
m), 7.78 (2H, d, I = 8. 1 Hz), 7.88 (2H, d. J = 8.1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8. 1 Hz), 8.28 <1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 (1H, s). 
15 FAB(pos) : 408.2[M+H] + 

' m& : lsi-mo m&kimm wn^-^v^n tf;ux-^jw 

6-(HPP7x -)V) -N- [2- (1- KD'J *J ~ )V* ^)V) -6-* J U — 3 
?>7S b* 



7 <D 1 ) T#fc N- [2- (1- tf P U S J~)V* J-)V) -6-3f / U —) W 7 -fe h 
'H-NMR (DMSO-d,,) (5 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 




20 
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'H-NMR (DMS0-d 6 ) 5 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8.1 Hz), 7.59 (IH, d, J = 8.4 Hz), 8.01 (2H. m), 
8.13 (3H, m), 8.29 (1H, d, I = 8.4 Hz), 8.42 (IH, dd, I = 8.4, 2.2 Hz), 
8.51 OH, d, J = 2.0 Hz), 9.22 (IH, d, J = 2.2 Hz), 10.73(1H, s). 
5 FAB(pos) : 423.2[M+H]* 

Sr;£ : 207-209-0 : Wm^)V- V^P tf^X-x-H') 

4" -2 D □-N-[2-[[4-(4-^;i/^n^> 4 /-<;W-l-tr^U *=?)V\- 
6-^F/ ij-jv] [i,i'-t*7ain;W-4-*;n^^1J-s H 




###1 8 T# 5 tlfc 4' - P D D-N- [2- ({7 O O ;* J-)V) -6-^r 7 U — 
;W [l,l'-H7i^W-4-Afm5 F&fflWT, $kWfr\ 2 3 £ mU<D&ft 

'H-NMR (DMS0-d 6 ) <5 : 1.76 (4H, m), 2.28 (2H, m), 2.89 (2H, m), 3.40 (IH, 
15 m), 3.79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (IH, d, J = 8.6 Hz), 
8.55 (IH, s), 10.63 (IH, s). 
FAB(pos) : 578CM+H] 4 

mmm4 8 

20 4' -2 a a-N- [2- C [4- (4-# o a ^ > V< )V) -l-tri U * -6- 
U-;W [1, l'-tf 7i-;W-4-*M+*5 H 




8 T?# e. tilt i'-9U n-N- [2- (i?DD^ -6-3r /U- 

;w ti, r-H7x^jw-4-7j;p^u-5 h*sr^vix> #ufc$)2 3 £ra«©»tfs 
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###| 8 Tft S ftfc 4' n P-N- [2- P P ;* -6-* / 'J ~ 

)WD. i'-b*7jiz:;W-4-*;^^5 \t%m\,*x. mffiM2 3 1^©^ 

'H-NMR (DMSO-d fi ) 5 : 1.39 (1H, s), 1.73 '(SB. m), 2.23 (2H, i), 2.91 <2H, 
5 m). 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H. d, J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 578[M+H]+ 
Mt&fflS 1 

io 4' n n-N-[2-[(4-7x-;n-lf^y yz;W U- 
M [l. l" -\iy^M -4- A s H 




##03 8 t# e»nfe 4* n p-n- [2- p p * -6-=* / U — 

is *ftz>zLt\z&K). &m<t&®*m&B*£VTmz. 

'H-NMR (DMS0-d fi ) 5 : 1.74 (4H, m), 2. 20 (2H, m), 2.52 (1H, m), 2.97 (2H, 
m), 3.79 (2H, s); 7.27 (5H, m). 7.58 (2H, d, J = 8.4 Hz), 7.69 (1H, d, 
J = 8/4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8. 4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.8 Hz), 8. 31 OH, d, J = 8.4 Hz), 8.54 (1H, 
20 d, J ='1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532[M+H] + 

mmw 5 2 

l-(4-^ P P 7ac-)l,)-N-[2-(l-tf P U ^-;P;*^JW-6-3r>> U -M-l- 
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FAB(pos) : 531 [M+H3* 
5 4 

N-[2-(l-t!^U S^/PjWW-MV U-;W [1. l*-tf yzL~)V\-i-*)V 




' l ) 5T#fc N-[2-(t Fn^soWW-s-^y U z;W7tb75 

'H-NMR (CDC1,) 6 : 1.38-1.70 (6H, m), 2.24 (3H f s), 2.38-2.53 (4H, m), 
10 3.76 (2H, s), 7.52 (1H, dd, J = 2.6, 9.2 Hz), 7.63 (1H, d, J = 8,4 Hz), 
7.67 (1H, br), 7.99 (1H, d, J = 9. 2 Hz), 8.07 (1H, d, J = 8. 4 Hz), 8.31 
(1H, d, J = 2.6 Hz). 
7tm^m C 17 H 21 N a O • 0. 25HjO £ L-T . 
fHHft:C. 70.93; H, 7.53; N, 14.60. 
15 ^®H£:C, 71.06; H, 7.37; N, 14.62. 

: 182-184*C (*£Hfti#i& : Wm&JV-v-^*^) 

2 ) mb i ) N-C2-(i-tf^u vzi;v^^;w-6-^y u x;w T-t h 

7S H (4.5g, 16mmol)i^m^ (70 ml) £ mHfflWUfc. $£K 

iS^Mx^W KlckDi|f®U 6-7Sy-2-(l-l^U^x;V;*3Sn/)^/U. 
> (3.4g) £«#j£bT#£o 

'H-NMR (CDC1 3 ) 5 : 1.37-1.68 (6H, m), 2. 39-2. 55 (4H, m), 3.72 (2H. s), 
25 3.91 (2H, br), 6.89 (1H, d, I = 2.6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz). 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 
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fff-JMft : C, 79.15; H, 6.76; N.9.55. 

$IMt : C, 79.38; H, 6. 88; N, 9.73. 
Ht&: 198-200-0 (JSAftft* : BfflfcWW 
MM 5 6 

4> _^ h^->-N-[2-(i-tf^u ^xjio*^)^-*^ y x;W [l, I' -tf7x 




10 ia*tL-T#fc. 

'fl-NMR (CDClj) (5 : 1.38-1.85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz), 7.54-7.66 (6H, m), 7.93-8.20 <5H, 
m), 8.49 (1H, d. J = 2. 2 Hz). 
Ttmftffim. C„H 1B N,0, • 0. 25H t O t tT 
15 &WU:C, 76.38; H, 6.52; N, 9.21. 
gUMt : C, 76.21; H, 6.38; N, 9.32. 

192-194*C (tt*fl5»mt : ItttX^W 
MKH 5 7 

6- (4-£ a p 7 i-JW -N- [2- (l- tf ^ U it—lV^M -6-^ 7 U n;W x n 
20 H 




MM 5 4 © 2 ) 6-7 ^ J -2- (1- tf ^ U >>-;V ;* * y U > £JB 
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N. 



mMM 5 4 ©2)T#fc 6-75 /-2-(l-fc^U &=JV**M*S U 

5 'H-NMR (CDClj) (5 : 1.38-1.74 (6H, m), 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7.76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, I = 2.2 Hz), 9.19 (1H,. d, J = 1.8 Hz). 

10 ttJMt:C, 72. 87; H, 5.78; N, 12.59. 
^Sfc«:C, 72.91; H, 5.45; N, 12.75. 
Btjft : 209-21 0^ (ftffi (m&1t®m : RSI?)!') 

6 -(4-y. h^>-^xr.;i/)-N-[2-(i-fcf^U^;^^JW-6-^y Un;wr. 

15 3^>75 



£tt09 5 4©2)T?#fc 6-7 5 J -2- (1- 1?^ U =f-)V) * / U >*m 

20 'H-NMR (CDC1 3 ) 5 : 1.38-1.71 (6H, m), 2; 43-2. 56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7. 73 (2H, m), 7.83 (1H. d, 
J =8. 4 Hz), 8.00-8.18 (5H, m), 8.28 OH,' dd, J = 2.6, 8. 4 Hz), 8.46 (1H, 
d, J = 2.6 Hz), 9.17 (1H, d, 1 = 1.8 Hz). 
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'H-NMR (DMSO-dg) 6 1.73 (4H, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)| 7.58 (1H, d, J » 8.4 Hz). 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8. 4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
5 8. 52 (1H, d, J = 2. 1 Hz) . 
FAB(pos) 438.'3[M+H] + 

MM. : 197-199-C (iMfcttft : SiX^-^-f V^D \f)VX-^M 

mmm 6 3 

4-<4-# DP7x-;i/)-N-[2-(l-H^U ~J~)V^M-b-3rJ U XJM-1- 



nmm 5402) 6-7 5 j -2- a-tr^y s>x;m^jm u >*m 

15 'H-NMR (CDClg) fi : 1.37-2.02 (10H, m), 2.38-2.54 (4H, m), 2.63-2.84 (1H, 
m), 2.94-3. 14 (2H, m), 3.76 (2H, s), 4. 20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, I = 8.4 Hz), 7.93-8.10 (3H, i). 
TtmftVrm C„H„C1N<0 • 1. 5H 2 0 £ UT 

20 thM:C, 66.18; H, 6.99; N, 11.43. 
nWim.:C, 66. 32; H, 6.75; N, 11.74. 
WI& : 214-217 -C (dec.) (ftSAfc&JK : IHKx^P-^X^PX— 5r;W 
^MM 6 4 

4- (4-* j-)vy xx;w -N- [2- a- tf ^ y s>x/m j-m -6-* y u x;w -1- 

25 tf^'J i?>*K^v75 b* 



9 



10 
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ffgMrC, 71. 18; H, 7.08; N, 12.30. 
£UMt : C, 71.13; H, 6.94; N, 12.52. 
fl|£: 203-204 nc (dec.) (ttllfl5»«t : WtX^^^X^PX-^W 
6 6 

5 4- (4-* h*^37x-;»-N-[2-(i-t!^U ^;w^^;W-6-^/ U x;w- 

HJg^l 5 4 © 2) T#fe 6-7 5 «/-2-<l-bWJ 5?=JlO^JW*,> U >&ffl 
10 l/T#&. 

'H-NMR (CDC1,) 5 : 1.37-2.02 (10H, m). 2.42-2.57 (4H, m), 2.60-2.80 (1H, 
m), 2.94-3.14 (2H, m). 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 <2H. m), 
6.66 (1H, br), 6.87 (2H, d, I =8.4Hz), 7.15 (2H, d, I = 8.4Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 
15 m) . 

Wlti: 197-198 -C (dec.) («!«»»: lilfWW-fil') 
2'-^;^P-N-[2-(l-tf^U *J-)V*5-M-*-*S UxMCl. l'-¥7x-~ 

„JCcXO 



20 




5 4 <D 2 ) 6-T5/-2-(l-tf^U ?JV) */U>*ffl 

'H-NMR (CDCl a ) 6 : 1.40-1.77 (6H, m), 2.47-2.65 (4H, n), 3.86 (2H, s), 
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'H-NMR (CDClj) <5 : 1.41-1.77 (6H, m), 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 
5 7C^f##fM C 2T H„F 2 N,0 • 0. 5H 2 0 t LT 

tt#tt:C, 69.37; H, 5.39; N, 11.98. 

m$kfe:C, 69.14; H, 5.21; N, 12.04. 
g$L& : 182-183 *C GglW : @£®X?;» 

io 2',4»->?^oD-N-C2-a-tr^Uv?-;i/^5 l ;w-6-^/ u-;wci,i'-t*7 



Me 




1 3 N-[2-[(2, 2, 6, 6-r h 9^^-1-tT^U ^ 

;W-6-^/U-;Wr-fehT5 H^^ViT, Hi£0ij6<Z>2) tTO^^ff 
15 OitHiD, tift^l!I&M*tLT#fc. 

'H-NMR (CDC1 S ) (5 : 1. 40-1. 76 (6H, m), 2. 48-2.63 (4H, m), 3.84 (2H, s), 
7.22-7.40 (2H. m), 7.52-7.78 (5H, m), 7.96-8.19 (5H, m), 8.47 (1H, d, 
J = 2.2 Hz). 

Jtm^m. C 28 H 25 C1 2 N 2 0 • 0. 5H 2 0 £ UT 
20 tf-#ffl:C, 67.34; H, 5.25; N, 8.41. 
^l®yi:C, 67.46; H, 5.20; N, 8.47. 

210-212 "C (dec.) a&M,<t®1& : SilXWW 
mMW7 1 

4'-7;^D-N-"[2-[(2. 2, 6, 6-^r h 5;*3MI/-l-kT^U S^nJW *^;W-6- 
25 Un;W [1, l'-t!7a:-;W-4-*Jl/^^>'T5 H 
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mmm7 3 

6- (4-* ^jVy xn;P) -N- [2- [ (2, 2, 6, 6-7=" h 7 * ^)V-\- U V-)V) * 
9-)V\ -6-* J U =JW ^□5 1 >75H 



Me 




5 1 3 -£%1t N-[2-[(2, 2, 6, 6-^ h 7 ^)V-\- t!^U ;W 

'H-NMR (CDClj) 6 : 1.05 (12H, s), 1.60 (6H. br). 2.44 (3H, s), 4.10 (2H, 
s), V.33 (2H, d, J = 8.2 Hz), 7.63-7.74 (1H, m), 7.87 (1H, d. J = 8.4 
10 Hz), 7.94-8.16 (6H, m), 8. 25-8.35 (1H, m), 8.44 (1H, d, J = 2. 6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 

Ttmftmm c^^o • h,o tit 

ff-gfil-.C, 75. 26; H, 7.50; N, 10.97. 
#£§Mt:C, 74.98; H, 7.44; N, 11.07. 
15 : 246-247 *C (ft jMttfttt : HffiftX^W 

HJfc*l7 4 

4- DD7 x~;W -N- [2- [(2,2, 6, 6-r h 5 * U SWW * 



Me 




###J 1 3 t:»ft N- [2- [ (2, 2.6, 6-fb7> ^>H- 1!^ U ;* 3=- 
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Me 




###J 1 3 N- [2- [ (2, 2, 6, 6-^ h 5 ^ *)V-\- ^ U ;* J- 

'H-NMR (CDCls) <5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.40- 
7.56 (3H, m), 7.60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 <1H, d, J = 2.4 
Hz). 

MM : 200-201 X: (B&fcmm : mm^M 
10 $ztfcffl 7 7 

4'-^^;WN-[2-[(2, 2, 6, 6-t- h ^^^)l/-l-bf s?:=jw ;>ww-6-^ 
/ [1, l'-tf7a:-;W-4-*^^'>73 H 



Me 




1 3 N- [2- [ (2, 2 f 6, 6--^ h 9 ^ tf^ U S>~;W ;* 

15 ;W-6-^>"Jr;V]7th75 HfcfflUT, *J(5«6CD2) £E*©»«s£fr 

•H-NMR (CDC1 S ) 5 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8.2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d. I = 2.6 Hz). 
20 TC^fttitte CjaHj^O • 0. 5Hg0 tVX 

fr^MrC, 79.16; H, 7.65; N, 8.39. 

H!fcM:C, 79.21; H, 7.66; N, 8.41. 
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7CSR#*ftt C S0 H S0 FN 3 O ♦ 0. 5H 2 0 £ VX 

ttJttt.:C. 75. 60; H, 6.56; N, 8.82. 

ftM: C, 75. 72; H, 6.31; N, 8.72. 
M& : 187-188 "C (f&ilfltflJ& : WPtP&M 
6 ^M8 0 

N- [2- [ 6-?* 9-Ar-l- If* U 3?=JW :* fMW -6-4 / U = . 

;W [1. l'-t? 7iZJW-4-*;V#*'>75 H 



Me 




##09 1 1 n-[2-[(>'x-2, e-v^^u-i-fc^u ^— ;w 

'H-NMR (CDClj) <5 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H. s), 7.40-7.57 (3H, m), 7.60-7.80 (5H, m). 7.86 (1H, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
15 TuMftVtm C S0 H 3 ,Nj0 • 0. 5H,0 i LT 

stW-m : C, 78.57; H, 7.03; N. 9.16. 

$a*4g:C. 78.36; H, 6.64; N, 9.12. 

gt& : 180-181 x: (mmtmm : mttx-TJV) 
$mw8 1 

20 4'-^^;wn-[2-C(^x-2. 6->?^^-i-tf^u *?-)V) pww-6-*/ u 




##08 1 1 n-C2-[(->x-2, e-s^^-i-tMU y-;w^^;W-6- 
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0%m 1 1 N-[2-[(->*-2, Z-VtT-JV-l-Vl u j?-;w *^;W-6- 

5 'H-NMR (CDClj) <5 : 1.04 (6H, d, J = 6.2Hz), 1.27-1.76 (6H, m), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7.70 (1H, dd, I = 2. 2 
and 8.8 Hz), 7. 76-7.92 (2H, m), 7.94-8.13 (4H, m), 8.23-8.36 (2H, m), 
8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, I = 2.2 Hz). 
7GiJt$ttfrlS C 29 H M C1N,0 • 0.5HjO tVT 
10 Wli:C, 70.50; H, 6.12; N, 11.34. 
H8fcft:C, 70. 58; H, 6.06; N, 11.14. 
j3$j& : 217-219 "C (dec.) m^itmU : mWtttM 

mmm 8 4 

6-(4-^5 1 ;P>'xr:;i/)-N-[2-[(v'X-2, S-S^SS^-l-fc^U *J=.)V)*?> 
15 ;W-6-3=/ iJr;W-3?>75 H 




##09 l l T#£ N-E2-EOX-2, e-s^^P-i-K^y ^-JW*5\>H-6- 

20 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, I = 6. 2 Hz), 1.28-1.80 (6H, m), 2.43 (3H. 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7.69 .(1H, 
dd, J = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, I = 2.2 and 
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(3H, s), 2. 50-2. 82 (3H, m), 2.90-3.15 (2H, jd), 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 (1H, brh- 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, I = 8.8 Hz), 7.95-8.15 (3H, m).. 
7C*»«f* C 30 H 3g N 4 0 • HjO thX 
6 fr^ffi:C, 73.74; H, 8.25; N, 11.47. 
$$&&:C, 74.12; H, 8.05;' N, 11.82. 

: 177-178 *C (dec, Ggil«& : iSIX?;V-^Xf;i'X-f;W 

mmms 7 

4-(4-7;WD7xXjW-N-[2-[(i/X-2, 6-? V-^) ^ 

10 U z:;W-l T lf^U i?>*M+->75 H 

###| 1 1 N-[2-[(->X-2, 6-^^^;wi-fc!^u j*^;W-6- 
y-;v]:r-fch75 h^v^t, *iS^5 4©2) &«i;U^i;6S0!) 3 8 t.n 

15 'H-NMR (CDCl,) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.22-2.02 (10H, m), 2.50-2.82 
(3H, m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H. m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8.4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 <3H, m). 
FAB(pos): 475 [MH] + 

20 8 8 

4-(4-* h=^>')-N-C2-[(>'7.-2, 6-^^^;V-l-tf^U z?~M ^WW-6- 
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§fe&t0)J9O 

2', i>-i?& P D-N-[2-[(^X-2, B-S^^JP-l-fcWJ $?-;!/) y^W-V^ 



Me 




5 1 1 -e#fe n-[2-[(>-x-2, 6-^y ^;i/-i-tf^u -^njw ^;w-6- 

'H-NJJR (CDCI3) 6 : 1.04 (6H, d, I = 6. 3 Hz), 1.27-1.80 (6H, m). 2.52-2.70 
(2H, m), 4.03 (2H, s), 7. 23-7. 40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8..4 Hz), 7.93-8.05 (3H, m), 
8.09 (IH, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, I = 2.4 Hz). 
: 162-164 "C GBAfcttftg : WII^W 

mmm9i 

p p-N- [2- [ irM VfXi M)V7 5^)^ -6-=¥ / U n;W [1 . 1 tf 

15 7i-;H-4-*;^+i/7S F 




1 0 »-b-[<sm y y p s y ) y ^;w-6-*y u 

7th75HftfflV>T, §H«J6©2) tRIfllCDll^&ffactlCfcO, ^ 

20 'H-NMR (CDC 1 3 ) 6 : 1.06- (12H, d, I = 6. 6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H. s), 7.45 (2H, d, I = 8. 8 Hz), 7.56 (2H, d, J = 8. 8 Hz), 7.63-7.73 
(3H, m), 7.83 (1H, d, J = 8. 8 Hz), 7.94-8.19 (5H, n), 8.46 (1H, d, J = 
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10 



FAB(pos): 421 [MH] 4 

212-220 *C (dec.) m&ttteM : B&x^HO 
. «09 9 4 

M-[2-[(2-7a:-;i-4, 5-v?b H O-IH— f 5 ^J—)^~\-^)V)^TM-^ 
5 y UrJW [l, l'-k^irjU-^j^+vTS H 





7 t?# e> nfc 2- a a ^ u — 5 > 2 

'H-NMR (CDCI3) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH] 4 

§6^: 212-216 <C (dec.) (ttAfcttfift : 
15 ^Kfi0!l 9 5 

4'-^;^a-N- [2- [2-^^-4, 5-^fcKD-lH~f $^/->-KW^ 

'J — jh [l, i'-t*7xx;W-4-^;i/sj?^>'T5 H 




7 T# B nfc 2- (£ P D * -6-4 1 y U x;V7 5 > 2 
'H-NMR (DMSO-d^S : 1.99(3H, s), 3.3(2H, br in), 3.5(2H, brm), 4.58(2H, 
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s), 4.52(2H, s), 7. 17-7. 40 (8H, m), 7.80-8.14OH, m), 8.25 0H, d, J=8.4Hz), 
8.54 0H, d, J=1.8Hz). 

200-202^ (»IMb»J9l : ffRx^W 

$mw9 8 

5 h^>x-2-(4-^nn7x~;W-N-C2-(i-trn';> > -;i/^^;w-6-^/ u 




io mmm54<o3) tmmvmfc&ftsn&z&Qs 3auto&*s*mGxmt 

'H-NMR (CDC1 S )6 :1.82(4H, m), 2.62(4H, a), 3.10 <1H, m), 3.94(2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.57(1H, s), 7. 35-7. 62 (7H, m), 
8.06(2H, t, J=12.6Hz), 8.290H, d, J=2.7Hz). 
15 MA: 244-246*0 

^MM 9 9 ' 

4-(4-7;^D^x-;i/)-N-[6-(i-tf □ 0 V—fr^M-i-ry^M-x- 




20 8T?#fe6-(l-tfnU^-;M5 1 ;W^-7^U'>-2-T5>&fflVi 

'H-NMR. (DMSO-dj) 6: 1.57 (2H, m), 1.69 (4H, m), 1.80 (2H, m), 2.45 (4H, 
m), 2.77 OH, m), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, m)," 7.13 (2H, 
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'H-NMR (DMSO-d*) <S : 1.65 OH, m), 1.68 (4H, n). 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 (1H, m), 7. 64-7.74 (3H, m), 7.98 (1H, d, J = 2.5 Hz), 8. 69 (1H, 
.s). 

5 FAB(pos) : 432 [M+H] + 

Mti: 209-211 *C (igiM : »?jh^V^n WI/X-f;W 

mmm 102. 

4-7i-;i/-N-[6-(l-tfD U i?d)l/*9'M-t-1-79-JV}-l-\Z 



##0U 8T'#fe6-(l-tfDU^;M^JW^"7^W'>-2-T5>^fflVi 

'H-NMR (DMSO-dg) 6: 1.60 (2H, m), 1.70 (4H, m), l. 82 (2H, m), 2.46 <4H, 
15 in), 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 

(5H, m), 7.39 (1H, m), 7.60 (1H, m), 7.69-7. 76 (3H, m), 8.00 (1H, d, J 

= 1,8 Hz), 8.71 (1H, s). 

FAB(pos): 414CM+H] + 
'ftgjft: 193-195 -C mBti&m : Iffllx^JW^-f V^D \Z)VX.-<r)V) 
20 ^JS#y 10 3 

4-* i-jh-[6- a- tf o u ^-;p^^;w -i-^-y^M-x-M^ u 



i 8 6- (i - tr □ u ± y ? v y-2-7 




10 
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'H-NMR (DMSO-d 6 ): 1.40 (2H, m), l.Sl (4H, m), 2.37 (4H, brs), 3. 57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 OH, d, J=8.1Hz), 7.73 (lH, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.10 (1H, d, J=8.1Hz), 8.17 (2H, 
d, 1=8. 3Hz), 8.39 (1H, d, J=8.3Hz). 8.43 (1H, s), 9.2 (1H, brs). 
: 263-264 V, <MSkft»&L : SiXfJk^ V }f)V3L-T)V) 
10 6 

10 6- (Hdd7i n;V) -N- [6- (l - \L ^ 'J ~ W -2-^-7 
>75 h* , 




##0>J 1 5"C#fc 6-(l-H^U V~fr*&M1-7~9 k>-2-75 

15 *tl/T#fe. 

'H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz) , 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, 1=9. OHz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 M& : 228-229 "C m&ftMm : ^X?;V-7t h » 

mmm 107 

4- d-yjv* d y -n- [6- (1- 1!^ u v~)V*?-)V) ^i-^y^-M -1- 
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5 'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, m). 2.89 (2H, dd, J=12.4 and 
11.6Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
OH, d. J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz). 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 

10 Bk£ : 227-228 X: ffi&4mm : ■WfcX^V-SM' y^DK^X-f^) 

mmm no 

4- (4-* P P 7x=JW -N- [6- [( v^-2, 6-3?^^^-l-lf ^ U 5>x;W * ^ 



Me 




15 7^#fe6-[(^X-2,6-> J ^5 i ;Wl-tf^U> ? ^;W^^W^-7^ 

'H-NMR (DMSO-de): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m). 1.68 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
20 7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

: 1 99-200 *C : S^X^-v-f V K/PX— rM 

mmm in 
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8.68 (1H, brs). 

: -219-222 *C (MSbimtSk : WfM^JV-^ V 7a tf jVx~=r;» 

mmm 113 

6-(4-^t3D7x-;W-H-[6-[(>'7-2 > B-S^^JM-fc^U 
5 JW-2^75 1 ;W=35 : >75 1 < 



Me 




##03 1 7 T#£ 6-[(^X-2, e-S^^Wl-tf^ U P~)V) *^)V] ±y$ 

SHifct«6tfi»*il/Tflfc. 
10 'H-NMR (DMS0-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, J=8.5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, 1=2.2 and 8.3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

15 Sl^: 229-230 "C (flgftfcigi* : Wfcugsn^-f y tf;i/X— T)V) 

mmmi 14 

N-[6-[(>-*-2, )V-\-)dm *?-)V) *^)V]-2-1-7^)V)-4' 



MeO 




20 1 7 T^fe 6-[(y7-2, p< ^JWl - tf ^< U 5>^)»*]t7^ 
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'H-NMR (DMSO-dj) 6 : 1.63-1.75 (6H, m). .2.16 OH, o), 2.87 (1H, m), 3.27 
(2H, m). 3.73 (2H, m). 7.40 (1H, m), 7.59 (3H, m), 7.82-8.00 (7H, m), 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.47-8.54 (2H, m), 
8169 (1H, s). 
FAB(pos): 533 ftJ+H] 4 

gJ^C: 124-126 -C (dec.) : ftilfJWV^Dli^l- 

10 HUItfj 117 

4'^DD-N- [2- [ [ (2S) -2- (;* Mr'^* KoU * -6-* 

y u-;w [i, r-tf7xz:;w-4-*;w*^it5 h 



8 T#&tifc 4' d p-n-[2-(^ o n^?;W-6-^/ u - • 
16 ;W Cl, l'-t£ 7in^]-4-*M**5 F&JflWr, ^2 3 ira«t.Ot8fP 
£fr P Z. t. 1C «fc D > $tm{K-et&l*te&®*t b-T#fc. 
'H-NMR (DMSO-dP 6: 1.68 (3H, m), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
nO, 3.25-3.44 (5H, m), 3.64-3.71 (1H, m). 4. 28-4.35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 OH, s), 10.62 (1H, s). 
FABCpos): 486 [M+H] 4 

jK£ : 172-174 "C (ttAfc#J£ : 1»X^^ V^D tf;i/X-^;i» 
USStfl 118 

ter" (2S) -1- [[6- [[ (4' -2 D n [1 , 1 ' - iZ;H -4--T A /W? 
25 7^y]-2-^/U n;W * -2- fcf n y v frtf* i/V— Y 
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FAB(pos) : 514QJ+H] + 

: 1 64-1 66 *C (mgki&tm : l»X^;h^ V^D hVPX-^W 
*JS^ 12 0 

4* h*v-N-[6-[(2, 2, 6. 6-t- h ^pWWl-tf^D 5?— ;W ;>WW-2- 
5 j-y^JU] [l, r-t*7x-;p]-4-*M^5 K 




##09 1 9 6- [ (2, 2, 6, 6-rh7^ 3\>W-t^ U 5?=yU) ^ -2- 

10 'H-NMR (DMSO-dg) 5: 1.01 (12H, s), 1.55 (6H, \>, 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos) : 507 [M+H] + 

MM. : 212-214 tc m&fcMM : Hix?;l-^ y fu tf;i/X-^;W 

i6 mmm 121 

4'-y;P^-D-N-[6-[(2, 2, 6,6-x h 7 *^)V-l-\±DJ -JZ=.)V) * -2- 

^-y^;W [1, i'-t*7o:n;w-4-^j;^^+h$ p 



##00 1 9 Tfffc 6- [ (2, 2, 6, 6-f 3^-1- fcf < U ^ -2- 

20 ^-y^^>7^>^ViT, HM^J5 4©3) tra«©t»f^Sff5ttfc«k 

'H-NMR (DMSO-dj) 5 : 1. 01 (12H, s), 1. 54 (6H. m), 3.93 (2H, s), 7.35 (2H, 




Me 
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l H-NMR (DMSO-dj) 6: I. 01 (12H, s). 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 

ra), 7.74-7.89 (8H, m), 8.12 (2H, d, J = 8.6 Hz), 8.41 OH, s), 10.45 (1H, 
s). 

5 FAB(pos): 511 [M+H] + 

MA : 244-246 <C (m&it&M : V^P ifcfJPX-' WW 
sfe&&0i| 12 4 

4* P D-N-[6-[(^ V^P \i)V7*J)*^M-l-i-73-)V\ [1, 1' - If 




2 o t# nfc n- [6- [ (>>-r yyp tf ;ut 5 y ) ^ -2-^- 7 

JH-2-b K i/-2-^f J^D/t>75 KSffl^T, 6 <D 2 ) 

'H-NMR (DMS0-d 6 ) <5 : 1.03 (12H, d, J = 6. 6 Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), .7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H, 
m), 8.12 (2H. d. J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H. s). 
FAB(pos): 471 [M+H] + . 

MA : 246-250 "C OSAfcttii : Mx^-^ V^D tf;l/X-7\>U) 
gtJSfll 1 2 5 

20 6-(l-tfPU> ! n;M5 1 ;P)-2-^75 1 ;P 4-(4-^PP7x^;W-l-tf^U 
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'H-NMR (DMSO-dg) 5: 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FABCpos): 429 CM+H3 * 

1&& : 238-240 -C (.m&imi& : Itmx^;V->K V ? U K^X-^JM 

mmm 128 

6- (1- tf p u VtzDVttM -2-^y^)V 4- (i-y)V*n y x-JW -l- tf ^ 
10 us;>*^**^w— b 



###12 2T#fe6-o-tfou^x;M5 i ;P)-2-^->' 

15 'H-NMR (DMSO-ds) 5: 1.73-1.91 <8H, m), 2.51 (4H, m). 2.71-3.15 (3H, m). 



7.66 OH, m), 7.90 (3H, m). 
FAB(pos): 433 [M+H] + 

Wutk : 106-108 d&^mm : IWi^h^V^n \>)VJL-*r)V) 
20 12 9 




3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 




##-e?y 2 2 "cmt 6-(i-tf a u p^)v^)u)-2-±y } — >v 
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'H-NMR (DMSO-dj) 6 : 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H,. d, J = 8. 4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

MM : 230-232 "C m^mm : Mx^KiM V ?U tf JVJL-tM 

6 mmm 132 

. 4^ O 0-^(2-^^-1, 2, 3, 4-f h 7 1 HD^>l/M [1, 6]t7f J 

>-8--r;» [l, i'-t:7xn;w-4-^;^^-iJ-5 K 



2 3T?#fe 2-^^;i/-l, 2, 3, 4-t- h 7b Ko^^'/M [1, 6] ^-y^- 

'H-NMR (DMSO-ds) 3: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d. J = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 (2H, d, J = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 

i6 m&: 238-240 -c m^mm:mm.^)v-^vyu}f)vx.-^)v) 
mmm 133 



mmm 1 0 n-[2-[(-;m vy'u ^ts/)^?^^; u =jw 



'H-NMR (DMSO-dj) (5: 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H, m), 7. 69 (1H, d, J = 8. 4 Hz), 7.67-8. 05 (6H, m), 8.12 




Me 




T-fehrs mmm6<»2) tmu<Dm^nt> z.t\z&v. 



WO 01/8292^ PCT/JP01/03614 

181 

'H-NMR (DMSO-dj) 6 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
jO, 7.35 (2H, m), 7.69 (1H, d, I = 8.4 Hz), 7.80-7.88 (4H. m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 =2.2 Hz), 10.58 (IH, s). 
FABfoos) 456CM+H3 + 

m&L : 207-209 X: m&it®M : ffiix^h^'f Vfu tf^x-^/W 
13 6 

N-[2- [ (rJ-i V •/ D \L)V7 5 J ) * 5F;W -6-* / U ~)V\ -A' 5^ Cl , 1* - 

io if 7x=;W-4-*;^W5 H 




i o n- [2- i^Mvzfu tr;pr 5 /) y -6-^ y y x;w 

15 'H-NMR (DMSO-d,) 6: 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, I = 8.2 Hz), 8.25 (1H, d, I = 
8.8 Hz), 8.51 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 
FAB(pos) 452Qi+H] + 

20 ffli&: 225-227 "C (ttJMb&Fft : B»Xf)I/-^ V?U fc^x-^W 
SHJSfll 13 7 

N- [2- [ (5M V tf;!/T 5 J ) y -6-* / U -JW -6- (4-* ?J1.7i 
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Me 




mmm 1 o -e#fc n- [2- [ (sm y yo tf ;nr 5 / ) ;* -6-* / u — ;w 

5 TirhTS il^5402) *<fcD^Ii3 8tWiffS 

IB&fr 5 c £ \z «k 0 > *Hfls-&* £ ITffc. 

. 'H-NMR CDMS0-d 6 ) 6: 1.02 (12H, d, J = 6.9 Hz), 1. 60-1. 77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, J = 8. 4 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 OH, s). 
FAB(pos) 459[M+H] + 

m&: 184-186*0 : Mx^P-SM' V 7*V tf JlX.— t)V) 

WJ14 0 

4- (4-^7 amy x.~)V) -N- [2- [ V7"U \±)VT 5;)^ -6-3r y U 
15 -JW-WJ^>*M*t5F 

Me 
Me^Me 

i o n- [2- [ <5M y yn t?;wr a y ) y -a-*- y u x;w 

20 'H-NMR (DMSO-dP 6: 1.01 (12H, d, J = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s), 2.78-3.00 (5H. m), 3.82 (2H, s). 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, J = 8. 1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d. J = 
9.0 Hz), 8.81 (1H, s). 
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'H-NMR (DMSO-ds) 6: 1.73 (4H, m), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, m), 7.77-7.92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 MA: 212-214 X: mtikiti&m. : IffllX^W^-f V tr^x-SSfr) 
14 3 

6-(4-^ h^->7xr;w-N-[6-(i-ifniJ^^^f;V)-2-t75 1 ;Wnn 



io 8T#fe 6-(l-tfnU> 7 x;M^;W^-7^l^>-2-T^>^Vi 



s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8.4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, I = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, m), 9.20 (1H, m), 10.59 (1H, s). 

MA : 261-263 *C (JftfcfUMS : Mx=P;l/-iM V :/d t?;vx-tr;iO 
^liSfl! 14 4 

6-(4-7;^D7aix;w-N-t6-(i-t!nu^x;M^;w-2-^-7^;wxzi 

20 ^>75 F 



###ii 8T#fc 6-o-tfPU^— ^^^;i/)^-^^i>>-2-r5>&^^ 




•H-NMR (DMSO-dj) 6 : 1.72 (4H, a), 2.50 (4H, ra), 3.73 (2H, s), 3.85 (3H, 




• t 
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dd, J = 1.8, 8. 4 Hz), 7.61 (2H, d, J = 8.4 Hz), 7. 76-7, 88. <4H, m), 8.23 
(3H, m), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
SUA : 270-274 "C (INMHilK : WttX^WiX V^O tf^X-^W 



5 S^Jl 

(1) m&M 1 T#e>tlfc<b-&ti 5 0 mg 

(2) 7?b-X 3 4mg- 

(3) h^na^ 10.6mg 

(4) bV^UUz/mm «DQVO 5 mg 
0 10 • (5) X^7U>Sr^*5^A 0.4mg 

(6) ^ftji^frA 2 o mg 

th 1 2 0 mg ■ 



arScicfl^-kiB (i) ~ (6) sh^u «BSi»*fflViT*r«rr*c:iic«k 

15 

##0U-1 5y MH**cDNA*fflVifcPCRttCJ;*5y h SLC-1 
cDNA ©*f *I 

7 y hfl^fi^fepoly (A) 4 RNA .(^n — >^rv?7%5d &mM£V, <7>*n±7 
^ §jlV>T8MB£RJ&£frfco;fc. i^CTSJ&fe, iPfs? RNA PCR ver. 
20 2 *y h©K8*«fflbfc. *fcE©&*E^&J^fc«ffifcl''OB1^ @3?U# 
^: li3 < ttJt2©^DNA7 p 7'f7-^ffi^TPCR^c:«t§iii|i : £fffJ:ofco 

dna ~? s 5'i m \z®m-znz>fm<D&& : ?&i£fe 2 n« <t 

-^©figUCite^© 5' MISSIS Sal I ©g»T£&*@B 

mjwmos"*u 3' a^Mins spe 1 (D®m-&%&Mwmni£ftz 
25 5* ^^^3' mz^nznouwmmamm&i&ttiovft. & 

]£*£©»&«:, cDNA&S 5 U K^DNA^-f^-^ 0.4 tfM* 0.25 mMdNTPs, 

P fu uh7^y->ffl dna#u^9— if 0.5 m 1 %>&imm~ttm<Dny 
igsftfttteo /x 1 ttfc. ^©^©im^m**- t;hm 

(/t-*>x;l^-ft) 94^ • 60#©iBlfc©^> 94"C-60#, 
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coli O^P— Plasmid Midi Kit (^T^Sh) ^m^T^^XS. F£ 
P&U ftllSlftfcSal I^tfSpe I TSJUrbT-f >D— h3B#£9JDffib 

5 &lg£fT&oT|a]ifcLfc. lO-f >*iJ~— h DNA £ Sal I Spe I 

y^X^ KpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)|Eic© pAKKOl. 11H 

-Iff-ioa >£fr&V^ mmmmm^yXS. H pAKKO- SLC-1 *ffigkL?to 
10 pAKKO- SLC-1 T^g^bfeB. col 1 DH5( 3-#~) feifttt^ Plasmid 
Midi Kit (*7ff>m MViTpAKKD-SLC-l 0^9X5 HDHASW«Ufc. 
dtl^CellPhect TransfectionKit (7-7i/t^77^"7i/7/Htf ^t) 
£fflW£s#©:/p hP;Wc:fi£oTCHO dbfrTSffll&fc^iAUfc. 10 n g(D DNA 
■*U>K*;V^e7AtO*tfc«fflttib, 24WRII0IC5 x 10 5 £fc«l x 10 B 
15 m<0 CHO dhfr1HJte*iMlbfe 10 cm V'tejRbpL^ 10%'>>'^jfa^ 
S^tTMEM aJSJfflTl BW#liLfc«. HlftU 10%^#t«> 

z> sLc-i mm cho 3«i6-e»*»stte*«Bft©3 n=-56 p.->&8ftufc, 

1-4 ^7 y h SLC-1 H£^- gSRmRNAOfg^gCDitSto CHO/ 
20 SLC-1 iifflfl&|S|c<D5IiR 

##09 1-3 7?^5i$nfc CHO/ SLC-1 56 ^ D — >0D£'*5 y h SLC-1 
lz-ty^— mRNA ©fl^MSr Cytostar T Plate (JTJ'tA^ r^v' 

CHO/ SLC-1 ^©^g-^ D— Cytostar T Plate <D& well £2.5 x lO^M'T 

25 osiabT 24 is wi&aibfca, io%*;i^u >\z£.*=>TMm*m%.vf£o & 
weinco.25% Tritoni-m ^mmvxm^omM^mfrc^ 35 s^;w 

VtcM^mn : 5 CD riboprobe ZtiaZTA-i ^-f X£i*fc. 20 mg/ml © 
• RNaseA£#well iZiaXX^MO riboprobe £tNteU T'l/- h£ «fc 

A-f ^-fXbfc riboprobe Topcounter T??i£Lfc. 
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DH10B/hSLC-l &nrzom*<Dt7 U-y&Tyms'J >^LB§iT-^ 
tU QIA prep8 mini prep (*7y>*fc) SfflV»T^5X5 H DNA SffiSll, 
Tco 1&MM&l&:%.(Dfztb<Dfx.ffc\t. DyeDeoxy Terminator Cycle Sequence Kit 

s ^bfc. ^-©sgm, sa^i#-^: 8fc^fE?a*«»&nfc. rcfcw&nfc 

tifflS&Wta — « T 5 J mWM (@B?!!#-5f : • 9 ) tt, Lakaye 6 ©*B# 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
KfcViT, k h SLC-1 ©SJ?!l£"&tJk hf£&# DNAIB?!l (accession 
number :Z86090) ftt>fclCLT9y h SLC-1 frbMMi'tlltM&lt. LxmifeZ 
10 ftWfck b- SLC-1 TS/^Sa^ltttSfcCoT^D, #H^lH^UCD^e>tC 69 & 
64 75 ^ »±*ICWS&3 F>T»* ATG *r mRNA ±T#&-f-5 Ct^L 
TV>*. i©@2?iJ&3-H-r<5DNA^tf^^S HKlJ:*»Kfetfe#: 
Escherichia coli DH10B/phSLClL8 £ I FO*«k^N I BHfc*f6Lfc. 

1-7 k hli&ilEIBS* cDNA SfflVife PCRttfc J;* k h SLC-lcDNA <D 

15 *£4g 

^->h7yyfeiC«fcO^O-— >^gnfch h SLC-1 DNAffiJB*-S"tr 
^SHtlBliU S2^!l##: 1 O&itfl 1 ©-&J&DNA V— £ 
B3Wt: 1 2:fe«fctfl 3 DNA y^-fT—SJfiVvrPCR 

ft**l*nff&ofc. B9#Oii'gDNA<£t h SLC-1 <S)£* m#©*f$IDN 
20 A£k h SLC-1 (L) £tfr£bfc. MDNA «g##afifcttBRS*l 

Eg^fflSal IO»5lIS3W#JD$n, ££3' JgfcMHUtifcSpe I. 

E»*CDB«ffia3F0&#iBbfc. kb SLC-1 (S)«*I©K]£^©iMtt, kh 
26 SLC-1 DNAgE^lfc^tf^XS KM 5 *i U £|&DNA 0.4 
jtt It- 0.2 mM dNTPSo pfuDNA 2^ U if 0. 5 u I *«fctf»*te#JR©/ty 

7 7-T> i^Sii£;S«50 m 1 tl/fc. n%<OK&<»^4 Z Mt&-^yV-*r^ 
2=7- (/1-^>x;i/V-tt) £/BV^ 94"C • 60 &CD&nfR0& 94 , C-60£k 
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#^091 - 9 b h SLC-1 (S)^g^ CHO fflfl&fe h SLC-1 (L)SffiB CHO fflffi 

i-8 Tia^gks n& k h sLc-i (s)t.th sLc-i a) wrnxz 

Midi Kit 0*7$*>tfc) SJBWr^ylS F*H«U ffiRBMlSal I *3<fc 
tfSpe I-CWWUTHr^*— h»»*«DiiJL*i. -f>1h-HlHAtti»» 

£©-f >tJ— h DNA § Sal I*£tfSpe I •vwmhitwitoMmftmm^? * 

—y^XS. H pAKKO-lllH (Hiriuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994) ffiffi<D pAKKOl. 11H £.m—(0^9$ — ^5XS F) 

Sffl7*5X5 H pAKKO-hSLC-1 (S) £ pAKKO-hSLC-1 tt) ^^Ufc. 

pAKKO-hSLC-1 (S) *5<fctK pAKKO-hSLC-1 (L) TJ^Hte&Lfc coH DH5 a ( h 
— 3— ) Plasmid Midi Kit (^Tdr*>^t) £/8^T pAKKO- 

hSLC-1 (S) £ pAKKO-hSLC-1 (L) 5 H DNA £p3IL7fc. Cel lPhect 

Transfection Kit (7V>^ zJl'YyJ/H ^^%h) 
P h3M;toT CHO dhfr-^Uafc^ALfc. 10 p. gO DNA § U 
■7AtO*a:K»i:U 24fl#F*1Mfc:5 x 10 5 £fc«l x 10 6 iiCDCHO dhfr 
afliaSMbfelO cm^* — HcaSJmUfc. 10%^->jmjfatf££-tf MEM a 

i (s) 3t^?^A cho mmT?&%>Mnmmmm<Dnu--56 ? u-.>& 

t h SLC-1 (L) 3tGrf»A CHO «aj&T£5^S?!ig&$HI&GC>:3 P--61 # n- 
1-10 h h SLC-1 <S):feJ:tf k h SLC-1 (L) mRNA (Dfg^SeDA ^31 
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¥U>&<DMK7U-h\Z, TyiMAy^r-T^LfcSLC-l ^CHO 

msmmft in n 1 £#&L7cm, dmso m%reft%iisit 3xio- ,o m mch 2 u u 

5 ommz^hr^^^mmm 2 /z k Ssitfra-GuanosineS' -(7 

-thio) triphospKate(^-{k¥mSi ttSD 25 n 1 £, ^-tl^tl^nb^^ 
B&j^jS^:20 u g/mK P S S] -Guanos ine5' -(r-thio) triphosphate $SJg^ : 
0.33nM)o d©S^*25'C-eil^rBl ^bfrdt^jfrS-ar*:^ ^7X7 
^;^-(GF-C)^ViTK?l^3ab, 2SfCife^ (50mM Tris-HClM®$i 
# 10 PH7.5) 300 u IT? 3 HJifeitLfc. ^7X7^;^-«fr»fl/-^-* 

50ml minU Bo7c^S^€^#:-»^U— >3 >*-T»tL£:. 

(%) =(.it^t mE%mQvrc£%<DMMm&-wso®m% 
mmvfctgotemmm/ (mch s^nLfci^o^itstt-DMso^^gi 

finu^t^cMMStt) xiootb-c, M^ES*^ (%) jo^-fb-^© ic 50 

15 M^fflbfe. 







(IC sn ffl : nM) 


mm 


m 


5 



MMtJb©#j/fiRjfiB& 

(i) , (io *«fctx*n6o*tt, «nfcMCHs«?«:*safPM 
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R 

Ar'— X— Ar— Y— N<^ 

: \ . R ■ 



0') 



At 'liWaStl/TWbi^SftiS ; 
XM4C0NR», NR 8 CO (R 8 tt*^M^, Any>ftSnWb±HC,., 

5 Mb^nxviTfe.tVi c I _ 6 7;wi/7.;v^;p^-r),oco *fc»coo £; 
Ar }mm&*ftVT^Th&^ffi&&mjZ%mm* 

mm&m&i&f&isT^Th&VK tctcv, x^sconr <r ra^auK^s&te c 
a _ 6 7;wv£^-r) ~e&2>t%. kiw\a^f>. tna^x c,. 6 7^ 

H-Ji/*fc«^>x^ii-i/-;n?&< ; x 1 ** croon?** Ar&:r;W 

7 Jlo * ">*5 «fc W\ D y >J&> 6 fi&g&W bTViT £ V> 4 

t 

6. X I *«CONR 8 *fe«NR 8 CO (R 8 14**0^ APy^tSnTViTfc «fc 

Aoy>fb£tro>T<bJ;i>c ^sjjv^r^x;^— r 1 
& j: # r 2 * o T&mm^s. tc £ w lt v>t *> «k v> 
25 K-fb7k**&^-r^, r 1 tR 2 t^gi^'r-5^^i ! b{cs^ss*bT 
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17. Y*tC 1 _ s 7.;V^rV'>-C»*W*3fi5BB*©ft;^«iJ. 

6 19. -£»as(fmja*E;P3Ky>* tf^u^>, k«*?5J>, t?py^>> 
i,z-*7W?>> ih — r$^/— ;k 4,5-$>tHa-m— r = ^/-;K 

2, 3-^h Hn-f > 1, 2, 3, 4-T- h 7 1 F P3V U >£fcte 1, 2, 3, 4 

2 0. M*«5|BfJ©^^*fett^©igS:^UT^SE^!!a^'l». 
10 2 1. 5 WM.V>ft&m<0 fuY^yif. 

2 2,4'-^PP-N-[6-[(N, N-z?j*> B.J)/> -2-7~ 7 [1,1'- 

4'-^pn-N-C6-a-trau> j ~;^5 i jw-2-^-7^;w ci, r-t'7xz;w- 

i5 4' - 7 d-n- [2- a- p y $>n;t/* -6-* / y Ci . 1 ' - tf 7 x - 
;W-4-#;w#3ri*-$ F ; 

4 , -7;^n-N-[2-(i-tr^u> ? n;^^;w-6-^r/ un;W [l.i'-tr^x^ 
.;W-4-# F ; 

4'-i? DD-N-[2-[(2-^^K F P-1H—T 5 M 

20 M -8-* / U [l . i' - if 7 oc-;i/] -4-^;u#^ii- 5 F ; 

4' P P-N-[2-[(2, 2, 6, 6-5=- h ^^^Wl-tf^U 5>~;» ^^;W-6-^F/ 
u-;w [1. r -t*7a:-;H-4-^;^^-y-5. F ; 

4-(4-^PP7xn;w-N-[2-(i-tfP>ji?n;i'^5 l ;v)-6-^y U-JW-i-tf 
^ys>>*;p#*i*5 F ; 
25 N-[2-a-trp u *j~)v*3-)V)-s-*; y [i. r-t'7i-jw-4-*M 

^5 F ; 

6-(4-^^;u^x-;w-N-[2-(i-tf p u ^-;u^^;w-6-^ry y -;Hnp5=- 
>7S F ; 

4- (4-^ b^'>7i-;w+[6-d-tn y -2-^-7 ^;W-i-tr 
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BW» V Ar 1 «*tjySS#LTViT%>J;Vi^SS ; 
Ar tt««y£*^Tl/TV>T%>J:Vi«^iHSa^fcS: : 

TV>T*>«fc^a*«3lSR*^j«LT'bJ:<» R 2 «P^T^^1E^J:^ 

io mum® \z&-$-rz> ztz^mt-rz. mm$Lmmz&vz>*7->mm* 

2 7. ^ 

/«'-•, 

Ar — X— Ar— Y— NC m 

• •. . R -• 



*umwrz>&mm^ Y&z&kr £th\zw$m*&vx^x*>&\,^m. 

mmM®\z%Ltt% z. t mmm,mmzw^mmm<D^^ 
ittzmmim. 

25 28. ^ 7->tm*)\s*:> \zmm-rzmmo?® • te*aa««is-r5fc«> 
©, a; 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723W00P 
<150> IP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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Thr Ala Ala Tyr Val Lys lie Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser lie Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactt tg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct aoatcctgac tgccatgacc 420 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag ggagtgggga gggcagttgg gcttggaggc 60 
ggcagcggct gccaggctac ggaggaagac ccccttccca actgcggggc ttgcgctccg 120 
ggacaaggtg gcaggcgctg gaggctgccg cagcctgcgt gggtggaggg gagctcagct 180 
cggttgtggg agcaggcgac cggcactggc tggatggacc tggaagcctc gctgctgccc 240 
actggtccca acgccagcaa cacctctgat ggccccgata acctcacttc ggcaggatca 300 
cctcctcgca cggggagcat ctcctacatc aacatcatca tgccttcggt gttcggcacc 360 
atctgcctcc tgggcatcat cgggaactcc acggtcatct tcgcggtcgt gaagaagtcc 420 
aagctgcact ggtgcaacaa cgtccccgac atcttcatca tcaacctctc ggtagtagat 480 
ctcctctttc tcctgggcat gcccttcatg atccaccagc tcatgggcaa tggggtgtgg 540 
cactttgggg agaccatgtg caccctcatc acggccatgg atgccaatag tcagttcacc 600 
agcacctaca tcctgaccgc catggccatt gaccgctacc tggccactgt ccaccccatc 660 
icttccacga agttccggaa gccctctgtg gccaccctgg tgatctgcct cctgtgggcc 720 
ctctccttca tcagcatcac ccctgtgtgg ctgtatgcca gactcatccc cttcccagga 780 
ggtgcagtgg gctgcggcat acgcctgccc aacccagaca ctgacctcta ctggttcacc 840 
ctgtaccagt ttttcctggc ctttgccctg ccttttgtgg tcatcacagc cgcatacgtg 900 
aggalcctgc agcgcatgac gtcctcagtg gcccccgcct cccagcgcag catccggctg 960 
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.Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT" Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 ' 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser lie Thr Pro Val Trp Leu Tyr Ala Arg Leu lie Pro Phe 

245 250 . 255 

Pro Gly Gly Ala Val Gly Cys Gly lie Arg Leu Pro Asn Pro Asp Thr 
260 265 270 

i 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val lie Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 
<223> 
<400> 13 

aactagttca ggtgcctttg ctttctgtcc let 33 
<210> 14 
<211> 1074 
<212> DNA 
<213> Human 
<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 
gatggccccg ataacctcac ttcggcagga tcacctcctc geaeggggag catctcctac 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat categggaac 
tccacggtca tettcgeggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 
gacatcttca tcatcaacct cteggtagta gatctcctct ttctcctggg catgcccttc 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 
attgaccget acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgig 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgegg catacgcctg 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgeagegcat gacgtcctca 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 
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agcccagggg cagcttcgcg ctgtcagcai cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 1283 

<210> 16 

<211> 420 

<212> RNA 

<213> Human 

<400> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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The inventions of claims 1 to 4, 24, 25, 28, and 29 relate to melanin 
concentrating hormone (MCH) antagonists containing as the active ingredient 
compounds represented by the general formula (I) in claims 1, 28, and 29 
and preventive and therapeutic drugs for MCH-related diseases such as 
.obesity. 

The inventions of claims 5 to 23 relate to compounds represented by 
the general formula (1 1 ) in claim 5, processes for the preparation of the 
compounds, and drugs for nonspecified uses containing the compounds. 

In terms of chemical substance, the compounds of the general formula 
(!■) are included among those represented by the general formula (I) in 
claim 1. Further, the results of prior art search reveal that two inventive 
concepts, i.e. , n use of novel compounds as drugs" and "novel use of publicly 
known compounds as drugs" intermingle in claims 1 to 4, 24, 25, 28, and 
29. Such being the case, a group of inventions of claims 1-4, 24, 25, 28 
and 29 and a group of inventions of claims 5 to 23 are not considered as 
relating to a group of inventions so linked as to form a single general 
inventive concept. 
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